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DEPARTMENT  OF  HEALTH,  EDU¬ 
CATION,  AND  WELFARE 

Food  and  Drug  Administration 
E  21  CFR  Part  1  1 
DRUGS 

Labeling  and  Advertising;  Notice  off 
Proposed  Rule  Making 

The  Kefauver-Harris  Drug  Amend¬ 
ments  of  1962  (Public  Law  87-781), 
among  other  things,  amended  section 
502(e)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  (relating  to  labeling  infor¬ 
mation  regarding  the  names  of  drug 
preparations  and  the  ingredients  there¬ 
of)  and  established  a  new  section  502 (n) 
(relating  to  the  content  of  prescription- 
drug  advertisements).  For  proper  ad¬ 
ministration  of  these  two  new  sections 
of  the  act,  the  Commissioner  of  Food  and 
Drugs,  under  the  authority  provided 
therein  (secs.  502  (e),  (n),  701(e),  52 
Stat.  1050,  1051,  1055,  as  amended  70 
Stat.  919,  72  Stat.  948,  74  Stat.  399,  76 
Stat.  790,  791,  792;  21  U.S.C.  352  (e),  (n) 
and  note  under  sec.  352;  371(e))  and 
delegated  to  him  by  the  Secretary  of 
Health,  Education,  and  Welfare  (25  F.R. 
8625)  proposes  to  amend  the  regulations 
previously  adopted  under  section  502(e) 
of  the  act  (21  CFR  1.105)  and  to  adopt 
new  regulations  under  section  502  (n), 
as  set  forth  below. 

The  proposed  amendments  will  be  ef¬ 
fected  by  revoking  S  1.105  and  by  adding 
to  Part  1  new  §§  1.104  and  1.105,  reading 
as  follows: 

§  1.104  Drugs;  statement  of  formula. 

(a)  The  formula  information  required 
by  section  502(e)  (1)  (A)  (ii)  of  the  Fed¬ 
eral  Food,  Drug,  and  Cosmetic  act  shall 
appear  together,  without  any  intervening 
written,  printed,  or  graphic  matter,  ex¬ 
cept  such  statements  as  “Warning — May 
be  habit  forming”  that  are  specifically 
required  for  certain  ingredients  by  the 
act  or  regulations  thereunder.  ' 

(b)  The  term  “ingredient”  applies  to 
any  substance  present  in  the  drug, 
whether  added  to  the  formulation  as  a 
single  substance  or  in  admixture  with 
other  substances.  • 

(c)  The  labeling  of  a  drug  may  be 
misleading  by  reason  (among  other  rea¬ 
sons)  of: 

(1)  The  order  in  which  the  names  of 
s  .  ingredients  present  in  the  drug  appear 

in  the  labeling,  or  the  relative  promi¬ 
nence  otherwise  given  such  names;  or 

(2)  Failure  to  reveal  the  proportion 
of,  or  other  fact  with  respect  to,  an  in¬ 
gredient  present  in  such  drug,  when  such 
proportion  or  other  fact  is  material  in 
the  light  of  the  representation  that  such 
ingredient  is  present  in  such  drug;  or 

(3)  The  use  of  a  fanciful  name  for  an 
ingredient  employed  in  such  a  manner  as 
to  imply  that  the  ingredient  has  some 
unique  effectiveness  or  composition 
when,  in  fact,  the  ingredient  is  a  common 
substance,  the  limitations  of  which  are 
readily  recognized  when  the  ingredients 
is  listed  by  its  established  name;  or 

(4)  The  failure  to  state  prominently 
and  forthrightly  the  composition  of  a 
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drug  identified  by  a  fanciful  name.  In 
such  a  way  as  reasonably  to  Inform  the 
purchaser  of  its  composition,  permitting 
a  rational  buying  choice  between  the 
drug  and  other  drugs  available  for  the 
same  use;  or 

(5)  The  featuring  in  the  labeling  or 
inert  or  Inactive  ingredients;  or 

(6)  Designation  of  a  drug  or  ingredi¬ 
ent  by  a  trade  name  that,  because  of 
similarity  in  spelling  or  pronunciation, 
may  be  confused  with  the  trade  name 
or  the  established  name  of  a  different 
drug  or  ingredient. 

(d)  (1)  If  the  drug  is  in  tablet  or  cap¬ 
sule  form  or  other  unit  dosage  form,  any 
statement  of  the  quantity  of  an  ingredi¬ 
ent  contained  therein  shall  express  the 
quantity  of  such  ingredient  in  each  such 
unit.  If  the  drug  is  not  in  unit  dosage 
form,  any  statement  of  the  quantity  of 
an  ingredient  contained  therein  shall 
express  the  amount  of  such  ingredient 
in  a  specified  unit  of  weight  or  measure 
of  the  drug,  or  the  percentage  of  such 
.ingredient  in  such  drug.  Such  state¬ 
ments  shall  be  in  terms  that  are  informa¬ 
tive  to  licensed  practitioners  in  the  case 
of  a  prescription  drug,  and  to  the  layman 
in  the  case  of  a  nonprescription  drug. 

(2)  A  statement  of  the  percentage  of 
an  ingredient  in  a  drug  shall,  if  the  term 
“percent”  is  used  without  qualification, 
mean  percent  weight  in  weight,  if  the 
ingredient  and  the  drug  are  both  solids; 
percent  weight  in  volume  at  68°  Fahren¬ 
heit  (20 e  Centigrade) ,  if  the  ingredient  is 
a  solid  and  the  drug  is  a  liquid;  and  per¬ 
cent  volume  in  volume  at  68  s  Fahrenheit 
(20*  Centigrade) ,  if  both  the  ingredient 
and  the  drug  are  liquids,  except  that 
alcohol  shall  be  stated  in  terms  of  per¬ 
cent  volume  of  absolute  alcohol  at  60° 
Fahrenheit  (15.56*  Centigrade). 

(e)  A  derivative  or  preparation  of  a 
substance  named  in  section  502(e)  of 
the  act  is  an  article  derived  or  prepared 
from  such  substance  by  any  method, 
including  actual  or  theoretical  chemical 
action. 

(f )  If  an  ingredient  is  a  derivative  or 
preparation  of  a  substance  specifically 
named  in  section  502(e)  of  the  act  and 
the  established  name  of  such  ingredient 
does  not  indicate  that  it  is  a  derivative 
or  preparation  of  the  parent  substance 
named  in  section  502(e),  the  labeling 
shall,  in  conjunction  with  the  listing  of 
the  established  name  of  such  ingredient, 
declare  the  name  of  the  parent  substance 
from  which  such  ingredient  is  derived  or 
prepared,  and  state  that  such  article  is 
a  derivative  or  preparation  of  such  par¬ 
ent  substance. 

(g)  If  the  labeling  of  a  prescription 
drug  bears  a  proprietary  name  or  desig¬ 
nation  for  the  drug  or  any  ingredient 
thereof,  the  established  name,  if  such 
there  be,  corresponding  to  such  proprie¬ 
tary  name  or  designation,  shall  accom¬ 
pany  each  appearance  of  such  prop- 
prietary  name  or  designation.  The 
established  name  shall  appear  in  im¬ 
mediate  conjunction  with  the  proprie¬ 
tary  name  or  designation,  without  any 
intervening  matter  except  the  words 
“brand  of”  or,  alternatively,  brackets 
surrounding  the  established  name.  The 
established  name  shall  be  printed  in 
letters  that  are  at  least  half  as  large  as 


the  letters  comprising  the  proprietary 
name  or  designation  with  which  it  Is 
joined,  and  the  established  name  shall 
have  a  prominence  commensurate  with 
the  prominence  with  which  such  pro¬ 
prietary  name  or  designation  appears, 
taking  into  account  all  pertinent  fac¬ 
tors,  teclading  typography,  layout,  con¬ 
trast,  and  other  printing  features. 

(h)  In  the  case  of  a  prescription  drug 
containing  two  or  more  active  ingredi¬ 
ents,  if  the  label  bears  a  proprietary 
name  or  designation  for  such  mixture 
and  there  is  no  established  name  cor¬ 
responding  to  such  proprietary  name  or 
designation,  the  formula  information  re¬ 
quired  on  the  label  by  section  502(e)  (1) 
(A)  (ii)  of  the  act  shall  follow  immedi¬ 
ately  after  the  most  prominent  display 
of  the  proprietary  name  or  designation, 
without  other  intervening  written, 
printed,  or  graphic  matter,  except  such 
phrase  as  “Each  tablet  contains,”  etc. 
The  size  and  prominence  of  this  infor¬ 
mation  shall  bear  a  reasonable  relation¬ 
ship  to  the  size  and  prominence  of  the 
proprietary  name  and  other  prominent 
features  of  the  label.  If  the  drug  is 
packaged  in  a  container  too  small  to 
bear  the  formula  information  on  the 
main  display  panel,  the  formula  infor¬ 
mation  required  by  section  502(e)  (1)  (A) 
(ii)  of  the  act  may  appear  elsewhere  on 
the  label,  even  though  the  proprietary 
name  or  designation  appears  on  the  main 
display  panel  of  the  label;  but  side  or 
back-panel  placement  shall  in  this  case 
be  so  arranged  and  printed  as  to  pro¬ 
vide  size  and  prominence  of  display  rea¬ 
sonably  related  to  the  size  and  promi¬ 
nence  of  the  front-panel  display. 

(i)  A  drug  packaged  in  a  container 
too  small  or  otherwise  unable  to  accom¬ 
modate  a  label  with  sufficient  space  to 
bear  the  information  required  for  com¬ 
pliance  with  section  502(e)  (1)  (A)  (ii) 
and  (B)  shall  be  exempt  from  compli¬ 
ance  with  those  clauses:  Provided,  That: 

(1)  The  label  bears: 

(1)  The  proprietary  name  of  the  drug; 

(ii)  The  established  name,  if  such 

there  be,  of  the  drug; 

(ill)  An  identifying  lot  or  control 
number;  and 

(iv)  The  name  of  the  manufacturer, 
packer,  or  distributor  of  the  drug; 

and 

(2)  All  the  information  required  to 
appear  on  the  label  by  the  act  and  the 
regulations  thereunder  appears  on  the 
carton  or  other  outer  container  or 
wrapper  if  such  carton,  outer  container, 
or  wrapper  has  sufficient  space  to  bear 
such  information,  or  such  complete 
label  information  appears  on  a  leaflet 
with  the  package. 

§  1.105  Prescription-drug  advertisements. 

(a)  The  provisions  of  S  1.104  (a) 
through  (h) ,  inclusive,  shall  apply  to  the 
information  presented  in  an  advertise¬ 
ment  for  a  prescription  drug  concerning 
the  established  name  and  the  formula. 

(b)  A  “brief  summary”  relating  to  side 
effects,  contraindications,  and  effective¬ 
ness  shall  be  presented  in  any  prescrip¬ 
tion-drug  advertisement  that  provides 
any  information  regarding  indications 
or  dosage  recommendations.  This  sum¬ 
mary  shall  fairly  show  the  effectiveness 
of  the  drug  in  the  conditions  for  which 
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it  is  recommended  In  the  advertisement,  typography,  laym 
together  with  a  showing  of  those  side  printing  features, 
effects  and  contraindications  that  are 
pertinent  with  respect  to  the  uses  recom¬ 
mended  or  suggested  in  the  advertise¬ 
ment  and  any  other  use  or  uses  for 
which  the  drug  is  commonly  prescribed. 

A  fair  balance  shall  be  made  in  present¬ 
ing  the  information  on  effectiveness  and 
that  on  side  effects  and  contraindica¬ 
tions;  such  fair  balance  shall  be  achieved 
even  if  small  size  of  the  advertisement 
limits  the  total  amount  of  information 
presented. 

(c)  An  advertisement  for  a  prescrip¬ 
tion  drug  covered  by  an  approved  new- 
drug  application  must  not  recommend 
nor  suggest  any  use  that  is  not  in  the 
labeling  accepted  in  the  approved  new- 
drug  application.  The  advertisement 
must  present  information  from  the  ap¬ 
proved  new -drug  application  labeling 
concerning  those  side  effects  and  con¬ 
traindications  that  are  pertinent  with 
respect  to  the  uses  recommended  or  sug¬ 
gested  in  the  advertisement  and  any 
other  use  or  uses  for  which  the  drug  is 
commonly  prescribed. 

(d)  An  advertisement  for  a  prescrip¬ 
tion  drug  subject  to  certification  must 
not  recommend  nor  suggest  any  use  that 
is  not  in  the  labeling  covered  by  the 
certification  or  covered  by  the  applicable 
certification  regulations  or  regulations 
providing  for  exemption  from  certifica¬ 
tion.  The  advertisement  must  present 
information  from  such  labeling  covered 
by  the  certification,  or  the  applicable 
certification  regulations  or  regulations 
providing  for  exemption  from  certifi¬ 
cation,  concerning  those  side  effects  arid 
contraindications  that  are  pertinent 
with  respect  to  the  uses  recommended  or 
suggested  in  the  advertisement  and  any 
other  use  or  uses  for  which  the  drug  is 
commonly  prescribed. 

(e)  In  the  case  of  a  prescription  drug 
not  subject  to  the  new -drug  provisions 
or  the  certification  provisions,  an  adver¬ 
tisement  may  recommend  use  of  the  drug 
only  for  those  purposes  for  which  the 
article  is  generally  recognized  as  safe 
and  effective  by  medical  experts  or  for 
those  purposes  for  which  the  article  is 
generally  recognized  as  safe  by  medical 
experts  and  for  which  there  exists  sub¬ 
stantial  evidence,  consisting  of  adequate 
and  well  controlled  investigations,  in¬ 
cluding  clinical  investigations,  by  medi¬ 
cal  experts,  on  the  basis  of  which  it  can 
fairly  and  responsibly  be  concluded  that 
the  drug  is  effective  for  such  purposes. 

The  advertisement  must  present  in¬ 
formation  concerning  those  side  effects 
and  contraindications  that  are  pertinent 
with  respect  to  the  uses  recommended  or 
suggested  in  the  advertisement  and  for 
any  other  use  or  uses  for  which  the  drug 
is  commonly  prescribed.  (c) 

(f)  The  information  in  an  advertise¬ 

ment  for  a  prescription  drug  concern-  .  *^ie  Commission 
ing  side  effects  and  contraindications  “ereky  offers  an  c 
must  be  presented  in  close  association  * 

with  the  information  concerning  effec-  posal  tothe^fart 
tiveness  and  must  have  the  same  degree  <yf  Health,  Educi 
of  prominence  as  the  information  con-  Room  5440  330  ] 

ceming  effectiveness,  taking  into  a©-  SW„  Washington  2 _ „„ _ _ 

count  all  pertinent  factors,  Including  from  the  date  of  publication  of  this  no- 


a  prescription  drug  may  be  disseminated 
without  prior  approval  by  the  Food  and 
Drug  Ada  Ini  stratlon  if  use  of  the  drug  - 
may  cause  fatalities  or  serious  damage 
and  the  sponsor  of  the  drug  has  been  [f.r. 
notified  by  the  Food  and  Drug  Adminis¬ 
tration  by  certified  mail  that  advertise¬ 
ments  for  the  drug  must  be  approved 
before  dissemination.  After  informa¬ 
tion  concerning  the  possibility  that  the 
drug  may  cause  fatalities  or  serious  dam¬ 
age  has  been  widely  publicized  in  medi-  Pro 
cal  literature,  the  Food  and  Drug  Ad- 
ministration  may  notify  the  sponsor  of 
the  drug  by  mail  that  prior  approval  of  i? 
advertisements  for  the  drug  is  no  longer  , edei 
necessary.  Dissemination  of  an  adver- 
tisement  not  in  compliance  with  this  J”1 
paragraph  shall  be  deemed  to  be  an  act  f? «  n 
that  causes  a  drug  to  be  misbranded  r™ 
under  section  502  (n)  of  the  act. 

(2)  Any  other  advertisement  may  be  wpm 
submitted  to  the  Food  and  Drug  Admin-  ^.7 
istratkm  prior  to  publication  for  com-  {jtvJ 
ment..  If  the  advertiser  is  notified  that 
the  submitted  advertisement  is  not  in 
violation  and,  at  some  subsequent  time,  vj;L- 
the  Food  and  Drug  Administration 
changes  its  opinion,  the  advertiser  will 
be  so  notified  and  will  be  given  a  reason-  Roorri 
able  time  for  correction  before  any  regu-  ow 
latory  action  is  taken  tinder  this  section, 
Notification  to  the  advertiser  that  a  St™ 
proposed  advertisement  is  or  is  not  con- 
sidered  to  be  in  violation  shall  be  in 
written  form. 

<h)  An  advertisement  issued  or 
caused  to  be  issued  by  the  manufacturer, 
packer,  or  distributor  of  the  drug  pro- 
rooted  by  the  advertisement  and  which  Ton  \ 
is  not  in  compliance  with  section  502  (n) 
of  the  act  and  the  applicable  regulations  130.3 
thereunder  shall  cause  all  stocks  of  such 
drug  in  possession  of  the  person  respon-  130  •* 
sible  for  issuing  or  causing  the  issuance  130  5 
of  the  advertisement,  and  all  stocks  of  10.  „ 
the  drug  distributed  by  such  person  and  Top  2 
still  in  the  channels  of  commerce,  to  be  130J) 
misbranded  under  section  502 (n)  of  the 
*ct.  130.9 

(i)  Brochures,  mailing  pieces,  detail-  130.10 
ing  pieces,  file  cards,  bulletins,  price  lists, 
catalogs,  house  organs,  literature  re-  13011 
prints,  and  similar  pieces  of  printed  .,0.0 
matter  concerning  a  drug  and  which  are  JJa  is 
disseminated  by  or  on  behalf  of  its 
manufacturer,  packer,  or  distributor,  in-  130.14 
eluding  reference  publications  for  use  by  iso.io 
medical  practitioners,  pharmacists,  or  13010 
nurses,  containing  drug  information  sup-  13017 
plied  by  the  manufacturer,  packer,  or  11f?.13 
distributor  of  the  drug,  are  regarded  as  13019 
labeling  not  subject  to  section  502  (n)  1302o 

of  the  act  but  subject  to  the  “full  dis-  130.21 
closure”  requirements  of  8  1.106  (b)  or  130.22 
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Sec. 

130.31  Judicial  review. 

130.32  Confidentiality  of  Information  con¬ 

tained  In  new -drug  applications. 

130.33  Notice  of  approval. 

310.84  Notice  of  withdrawal  of  approval  of 
application. 

Subpart  B — Drugs  Exempted  From  Prescription— 
Dispensing  Requirements 

130.101  Prescription-exemption  procedure. 

130.102  Exemption  for  certain  drugs  limited 

by  new-drug  applications  to  pre¬ 
scription  sale. 

Authority:  ||  180.1  to  180.102  Issued  un¬ 
der  secs.  60S.  606,  701.  62  Stat.  1061.  1062, 
1056,  as  amended;  21  UJ3.CJ.  858,  366.  871. 

Cross  References:  For  other  regulations 
in  this  chapter  concerning  new  drugs,  see 
also  IS  1.106,  3.45,  8.611.  3.512,  and  121.7. 

Subpart  A — Procedural  and  Interpre¬ 
tative  Regulations 

§  130.1  Definitions  and  interpretations. 

(a)  As  used  in  this  part,  the  term 
“act”  means  the  Federal  Food,  Drug,  and 
Cosmetic  Act  approved  June  25,  1938  (52 
Stat.  1040  et  seq.,  as  amended;  21  U.S.C. 
301-392). 

(b)  “Department”  means  the  Depart¬ 
ment  of  Health,  Education,  and  Welfare. 

(c)  “Secretary”  means  the  Secretary 
of  Health,  Education,  and  Welfare. 

(d)  “Commissioner”  means  the  Com¬ 
missioner  of  Food  and  Drugs. 

(e)  The  term  “person”  includes  indi¬ 
viduals,  partnerships,  corporations,  and 
associations. 

(f )  The  definitions  and  intepretations 
of  terms  contained  section  201  of  the 
act  shall  be  applicable  to  such  terms 
when  used  Iq.  the  regulations  in  this 
part. 

(g)  “New-drug  substance”  means  any 
substance  that,  when  used  in  the  manu¬ 
facture,  processing,  or  packing  of  a  drug, 
causes  that  drug  to  be  a  new  drug,  but 
does  not  include  intermediates  used  in 
the  synthesis  of  such  substance. 

(h)  The  newness  of  a  drug  may  arise 
by  reason  (among  other  reasons)  of: 

(1)  The  newness  for  drug  use  of  any 
substance  which  composes  such  drug,  in 
whole  or  in  part,  whether  it  be  an  active 
substance  or  a  menstruum,  excipient, 
carrier,  coating,  or  other  component. 

(2)  The  newness  for  drug  use  of  a  com¬ 
bination  of  two  or  more  substances,  none 
of  which  is  a  new  drug. 

(3)  The  newness  for  drug  use  of  the 
proportion  of  a  substance  in  a  com¬ 
bination,  even  though  such  combination 
containing  such  substance  in  other  pro¬ 
portion  is  not  a.  new  drug. 

(4)  The  newness  of  use  of  such  drug 
in  diagnosing,  curing,  mitigating,  treat¬ 
ing,  or  preventing  a  disease,  or  to  affect 
a  structure  or  function  of  the  body,  even 
though  such  drug  is  not  a  new  drug  when 
used  in  another  disease  or  to  affect 
another  structure  or  function  of  the 
body. 

(5)  The  newness  of  a  dosage,  or 
method  or  duration  of  administration  or 
application,  or  other  condition  of  use 
prescribed,  recommended,  or  suggested  in 
the  labeling  of  such  drug,  even  though 
such  drug  when  used  in  other  dosage,  or 
other  method  or  duration  of  adminis¬ 
tration  or  application,  or  different  con¬ 
dition,  is  not  a  new  drug. 


§  130.2  Biologies;  products  subject  to 
license  control. 

A  new  drug  shall  not  be  deemed  to  be 
subject  to  section  506  of  the  act  if  it  is 
a  drug  licensed  under  the  Public  Health 
Service  Act  of  July  1.  1944  (58  Stat.  682, 
as  amended;  42  UJ3.C.  201  et  seq.)  or 
under  the  animal-virus-serum-toxin  law 
of  btarch  4, 1913  (37  Stat.  832;  21  UJ3.C. 
151  et  seq.) 

§  130.3  New  drugs  for  investigational 
use;  exemptions  from  section  505(a). 

[Regulations  under  this  section  were 
published  in  the  Federal  Register  of 
January  8,  1963  (28  PE.  179)  and  no 
changes  in  this  section  are  proposed.] 

§  130.4  Applications. 

(a)  Applications  to  be  filed  under  the 
provisions  of  section  505(b)  of  the  act 
shall  be  submitted  in  triplicate.  If  any 
part  of  the  application  is  in  a  foreign 
language,  an  accurate  and  complete  Eng¬ 
lish  translation  shall  be  appended  to  such 
part;  translations  of  literature  printed 
in  a  foreign  language  shall  be  accom¬ 
panied  by  copies  of  the  original  publi¬ 
cation.  If  the  applicant  does  not  reside 
or  maintain  a  place  of  business  within 
the  United  States  or  any  territory  or 
possession  of  the  United  States,  the  ap¬ 
plication  shall  be  countersigned  by  a  duly 
authorized  attorney,  agent,  or  other 
representative  of  the  applicant  who  re¬ 
sides  in  the  United  States. 

(b)  Pertinent  information  may  be  in¬ 
corporated  in,  and  will  be  considered 
as  part  of,  an  application  on  the  basis  of 
specific  reference  to  such  information, 
including  information  submitted  under 
the  provisions  of  9  130.3,  in  the  files  of 
the  Food  and  Drug  Administration. 
However,  any  reference  to  information 
furnished  by  a  person  other  than  the  ap¬ 
plicant  will  not  be  considered  unless  use 
of  such  information  is  authorized  in  a 
written  statement  signed  by  the  person 
who  submitted  it. 

(c)  Applications  shall  be  submitted  in 
the  following  form: 

Form  FD-856— Rev.  1963 
Department  of  Health,  Education,  and  Wel¬ 
fare,  Food  and  Drug  Administration 

Original  □  or  Supplemental  □ 
Application 

Name  of  applicant - , - 

Address  - - - 

Date _ 

Name  of  new  drug _ .r _ 


(If  this  Is  a  supplemental  application  see 
Item  8) 

To  the  Secretary  of  Health,  Education,  and 
Welfare. 

For  the  Commissioner  of  Food  and  Drugs, 
Washington  25.  D.C. 

Dear  Sir: 

The  undersigned - -  submits  this 

application  with  respect  to  a  new  drug 
pursuant  to  section  606(b)  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act. 

Attached  hereto.  In  triplicate,  and  con¬ 
stituting. a  part  of  this  application  are  the 
following: 

1.  Pull  reports  of  Investigations  that  have 
been  made  to  show  whether  or  not  the  drug 
is  safe  for  use  and  effective  in  use. 

a.  An  application  may  be  Incomplete  or 
may  be  refused  unless  It  oon tains  full 
reports  of  adequate  tests  by  all  methods 


reasonably  applicable  to  show  whether  or 
not  the  drug  Is  safe  and  effective  for  use  as 
suggested  In  the  proposed  labeling  and 
includes  all  the  following: 

i.  Detailed  reports  of  the  precllnical  In¬ 
vestigations,  including  studies  made  on  lab¬ 
oratory  animals,  In  which  the  methods  used 
and  the  results  obtained  are  clearly  set  forth. 
Such  information  should  Include  Identifica¬ 
tion  of  the  person  who  conducted  each 
investigation,  a  statement  of  where  the  in¬ 
vestigations  were  conducted,  and  where  the 
underlying  data  are  available  for  inspection. 
The  animal  studies  may  not  be  considered 
adequate  unless  they  give  proper  attention 
to  the  conditions  of  use  recommended  in  the 
proposed  labeling  for  the  drug  such  as,  for 
example,  whether  the  drug  is  for  short-  or 
long-term  administration  or  whether  It  Is 
to  .be  used  in  Infants,  children,  pregnant 
women,  or  premenopausal  women. 

II.  Reports  of  all  clinical  tests  by  experts 
should  be  attached.  These  reports  should 
Include  adequate  information  concerning 
each  subject  treated  with  the  drug  or  em¬ 
ployed  as  a  control.  Including  age,  sex, 
conditions  treated,  dosage,  frequency  of  ad¬ 
ministration  of  the  drug,  results  of  all  rele¬ 
vant  clinical  observations  and  laboratory 
examinations  made,  full  Information  con¬ 
cerning  any  other  treatment  given  previously 
or  concurrently,  and  a  full  statement  of 
adverse  effects  and  useful  results  observed, 
together  with  an  opinion  as  to  whether  such 
effects  or  results  are  attributable  to  the  drug 
under  Investigation  and  a  statement  of  where 
the  underlying  data  Is  available  for  Inspec¬ 
tion.  Ordinarily,  the  reports  of  clinical 
studies  will  not  be  regarded  as  adequate 
unless  they  include  reports  from  more  than 
one  independent,  competent  Investigator 
who  maintain  adequate  case  histories  of  an 
adequate  number  of  subjects,  designed  to 
record  observations  and  permit  evaluation  of 
any  and  all  discernible  effects  attributable  to 
the  drug  In  each  Individual  treated  and 
comparable  records  on  any  individuals  em¬ 
ployed  as  controls.  Except  where  the  disease 
few  which  the  drug  Is  being  tested  does  not 
occur  In  the  United  States,  some  of  the  In¬ 
vestigations  should  be  performed  by  compe¬ 
tent  investigators  within  the  United  States. 

III.  All  information  pertinent  to  an  evalu¬ 
ation  of  the  safety  and  effectiveness  of  the 
drug  available  to  tbe  applicant  from  any 
source.  Including  Information  derived  from 
other  investigations  or  commercial  marketing 
(for  example,  outside  the  United  States), 
or  reports  in  the  scientific  literature,  Involv¬ 
ing  the  drug  that  Is  the  subject  of  the  appli¬ 
cation  or  any  related  drug.  Include  any 
evaluation  of  the  safety  or  effectiveness  of 
the  drug  that  has  been  made  by  the  appli¬ 
cant’s  medical  department,  expert  com¬ 
mittee,  or  consultants. 

Iv.  If  the  drug  Is  a  combination  of  previ¬ 
ously  investigated  or  marketed  drugs,  an  ade¬ 
quate.  summary  of  preexisting  Information 
from  precllnical  and  clinical  investigation 
and  experience  with  Its  components.  In¬ 
cluding  all  reports  available  to  the  applicant 
suggesting  side  effects,  contraindications,  and 
ineffectiveness  In  use  of  such  components. 
Such  summary  should  .Include  an  adequate 
bibliography  of  publications  about  the  com¬ 
ponents  and  may  Incorporate  by  reference 
Information  concerning  such  components 
previously  submitted  by  the  applicant  to  the 
Food  and  Drug  Administration. 

b.  An  application  may  be  Incomplete  or 
may  be  refused  unless  It  Includes  substantial 
evklenoe  consisting  of  adequate  and  well- 
con  trolled  Investigations,  including  clinical 
Investigations,  by  experts  qualified  by 
scientific  training  and  experience  to  evalu¬ 
ate  the  effectiveness  of  the  drug  Involved,  on 
the  basis  of  which  It  could  fairly  and  respon¬ 
sibly  be  concluded  that  the  drug  will  have 
the  effect  It  purports  or  is  represented  to 
have  under  the  conditions  of  use  prescribed, 
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terial  and  the  quantity  In  each  subdivision 
of  the  sample,  and  to  Identify  each  subdivi¬ 
sion  with  the  name  of  the  applicant  and  the 
new-drug  application  to  which  it  relates. 

d.  There  shall  be  included  a  full  list  of  the 
samples  submitted  pursuant  to  item  6a;  a 
statement  of  the  additional  samples  that  will 
be  submitted  as  soon  as  available;  and,  with 
respect  to  each  sample  submitted,  full  infor¬ 
mation  with  respect  to  its  identity,  the  origin 
of  any  new-drug  substance  contained  therein 
(including  in  the  case  of  new-drug  sub¬ 
stances,  a  statement  whether  it  was  produced 
on  a  laboratory,  pilot-plant,  or  full-produc¬ 
tion  scale)  and  detailed  results  of  all  labora¬ 
tory  tests  made  to  determine  the  identity, 
strength,  quality,  and  purity  of  the  batch 
represented  by  the  sample,  including  assays. 
Include  for  any  reference  standard  a  com¬ 
plete  description  of  its  preparation  and  the 
results  of  all  laboratory  tests  on  it.  If  the 
test  methods  used  differed  from  those  de¬ 
scribed  in  the  application,  full  details  of  the 
methods  employed  in  obtaining  the  reported 
results  shall  be  submitted. 

e.  The  requirements  of  item  6a  may  be 
waived  in  whole  or  in  part  on  request  of  the 
applicant  or  otherwise  when  any  such  sam¬ 
ples  are  not  necessary. 

6.  Bach  copy  of  the  application  shall  con¬ 
tain  three  copies  of  each  label  and  all  other 
labeling  to  be  used  for  the  drug. 

a.  Bach  label,  or  other  labeling,  should  be 
clearly  identified  to  show  its  position  on,  or 
the  manner  in  which  it  accompanies,  the 
market  package. 

b.  The  labeling  on  or  within  the  retail 
package  should  include  adequate  directions 
for  use  by  the  layman  under  all  the  condi¬ 
tions  for  which  the  drug  is  Intended  for  lay 
Oise,  or  is  to  be  prescribed,  recommended,  or 
suggested  in  any  labeling  or  advertising 
sponsored  by  or  on  behalf  of  the  applicant 
and  directed  to  laymen. 

c.  If  the  drug  is  limited  in  its  labeling  to 
use  under  the  professional  supervision  of  a 
practitioner  licensed  by  law  to  administer  it, 
its  labeling  should  bear  information  far  use 
under  which  such  practitioners  can  use  the 
drug  for  the  purposes  for  which  it  is  in¬ 
tended,  including  all  the  purposes  for  which 
it  is  to  be  advertised  or  represented,  in  accord 
with  1 1406  (b)  or  (c) . 

d.  If  no  established  name  exists  for  a  new- 
drug  substance,  the  application  Shall  propose 
a  nonproprietary  name  far  use  as  the  estab¬ 
lished  name  for  the  substance.. 

e.  Typewritten  or  other  draft  labeling  copy 
may  be  submitted  for  preliminary  considera¬ 
tion  of  ah  application.  No  application  may 
be  approved  prior  to  the  submission  of  the 
final  printed  label  and  labeling  of  the  drug. 
No  application  may  be  approved  if  the  label¬ 
ing  is  false  or  misleading  in  any  particular. 

(If  the  article  is  a  prescription  drug,  copies 
of  proposed  advertising  may  be  submitted 
optionally  for  comment  or  approval.)  ' 

7.  State  whether  the  drug  is  (or  is  not) 
limited  in  its  labeling  and  by  this  application 


full  information  on  each  proposed  change 
concerning  any  statement  made  in  the  ap¬ 
proved  application. 

(After  an  application  is  approved,  a  supple¬ 
mental  application  may  propose  changes.  A 
supplemental  application  may  omit  state¬ 
ments  made  in  tjie  approved  application  con¬ 
cerning  which  no  change  is  proposed.  A  sup¬ 
plemental  application  should  be  submitted 
for  any  change  beyond  the  variations  pro¬ 
vided  for  in  the  application  (including 
changes  in  the  scale  of  production  such  as 
from  pilot-plant  to  production  batch)  that 
may  alter  the  conditions  of  use,  the  labeling, 
the  safety,  effectiveness,  identity,  strength, 
quality,  or  purity  of  the  drug  or  the  ade¬ 
quacy  of  manufacturing  methods,  facilities, 
or  controls  to  preserve  them.  Any  mailing 


or  promotional  piece  Used  after  the  drug  is 
placed  on  the  market  is  labeling  requiring 
a  supplemental  application  if  it  deviates  in 
any  significant  respect  from  the  approved 
labeling.  When  necessary  for  the  safety  or 
effectiveness  of  the  drug,  a  supplemental  ap¬ 
plication  shall  specify  a  period  of  time  within 
which  the  proposed  change  will  be  made.) 

9.  It  is  understood  that  the  labeling  and 
advertising  for  the  drug  will  prescribe,  rec¬ 
ommend,  or  suggest  its  use  only  under  the 
conditions  stated  in  the  labeling  which  is 
part  of  this  application;  and  if  the  article 
is  a  prescription  drug,  it  is  understood  that 
any  labeling  which  furnishes  or  purports  to 
furnish  information  for  use  or  which  pre¬ 
scribes.  recommends,  or  suggests  a  dosage  for 
use  of  the  drug  will  also  contain  substantially 
the  same  information  for  its  use,  including 
indications,  effects,  dosages,  routes,  methods, 
and  frequency  and  duration  of  administra¬ 
tion,  any  relevant  hazards,  contraindications, 
side  effects,  and  precautions,  contained  in 
the  labeling  which  is  part  of  this  application. 
It  Is  understood  that  all  representations  in 
this  application  apply  to  the  drug  produced 
until  an  approved  supplement  to  the  appli¬ 
cation  provides  for  a  change  or  the  applicant 
is  notified  in  writing. by  the  Pood  and  Drug 
Administration  that  a  supplemental  appli¬ 
cation  is  not  required  for  the  change,  or 
the  article  is  no  longer  a  new  drug. 

Very  truly  yours, 


(Applicant) 
Per  . . 


(Indicate  authority) 

(1)  This  application  must  be  signed  by 
the  applicant  or  by  an  authorized  attor¬ 
ney,  agent,  or  official.  If  the  applicant 
or  suah  authorized  representative  does 
not  reside  or  have  a  place  of  business 
within  the  United  States,  the  application 
must  also  furnish  the  name  and  post 
office  address  of  and  must  be  counter¬ 
signed  by  an  authorized  attorney,  agent, 
or  official  residing  or  maintaining  a  place 
of  business  within  the  United  States. 
The  data  specified  under  the  several 
numbered  headings  should  be  on  sepa¬ 
rate  sheets  or  sets  of  sheets,  suitably 
identified.  The  sample  of  the  drug,  if 
sent  under  separate  cover,  should  be  ad¬ 
dressed  to  the  attention  of  the  Division 
of  New  Drugs  or  the  Division  of  Veter¬ 
inary  Medicine  and  identified  on  the 
outside  of  the  shipping  package  with  the 
name  of  the  applicant  and  the  name  of 
the  drug  as  shown  on  the  application. 

(2)  The  applicant  will  be  notified  of 
the  date  on  which  his  application  is  filed. 
An  incomplete  application,  or  one  which 
has  not  been  submitted  in  triplicate, 
will  be  retained  but  not  filed  as  an  appli¬ 
cation  provided  for  in  section  505(b)  of 
the  act  The  applicant  will  be  notified 


incomplete.  < 

(3)  All  applications  and  correspond¬ 
ence  should  be  submitted  in  triplicate. 

§  130.5  Reasons  for  refusing  to  file  ap¬ 
plications. 

la)  An  application  shall  not  be  con¬ 
sidered  complete  and  will  not  be  filed  as 
a  new-drug  application  within  the  mean¬ 
ing  of  section  505(b)  of  the  act  if  it  does 
not  contain  complete  and  accurate 
English  translations  of  any  part  in  a 
foreign  language,  if  fewer  than  three 
copies  are  submitted,  or  if  it  is  incom¬ 
plete  on  its  face  in  that  it  does  not  con¬ 
tain  all  the  matter  required  by  section 


505(b)  (1),  (2),  (3),  (4),  (5).  and  (6) 
of  the  act  or  by  the  new-drug  applica¬ 
tion  form  contained  in  i  130.4(c) ,  or  on 
its  face  the  information  concerning  such 
matter  is  inadequate  to  determine 
whether  or  not  the  drug  is  safe  and 
effective  in  use. 

(b)  An  application  will  not  be  ac¬ 
cepted  for  filing  if : 

(1)  The  drug  is  to  be  manufactured, 
prepared,  propagated,  compounded*  or 
processed  in  whole  or  in  part  in  an 
establishment  that  has  not  been  reg¬ 
istered  or  exempted  from  registration 
under  the  provisions  of  section  510  of  the 
act. 

(2)  The  applicant  does  not  reside  or 
maintain  a  place  of  business  within  the 
United  States  and  the  application  has 
not  been  countersigned  by  an  attorney, 
agent,  or  other  representative  of  the 
applicant,  which  representative  resides 
in  the  United  States  and  has  been  duly 
authorized  to  act  on  behalf  of  the  appli¬ 
cant  and  to  receive  communications  on 
all  matters  pertaining  to  the  application. 

(3)  The  new  -drug  is  a  drug  subject 
to  licensing  under  the  Public  Health 
Service  Act  of  July  1,  1944  (58  Stat.  682, 
as  amended;  42  U.S.C.  201  et  seq.)  or 
under  the  animal-virus-serum  toxin  law 
of  March  4,  1913  (37  Stat.  832  ;  21  U.S.C. 
151  et  seq.) 

(c)  The  applicant  will  be  notified  of 
such  nonacceptance  and  the  reason 
therefor  and,  in  case  of  incompleteness 
or  inadequacy  as  to  matter  required  by 
any  clause  of  section  505(b)  of  the  act 
or  of  the  new-drug  application  form, 
such  clause  shall  be  specified.  Other¬ 
wise,  the  date  on  which  an  application 
is  received  will  be  considered  to  be  the 
date  on  which  such  application  is  filed, 
and  the  applicant  will  be  notified  of  such 
date. 

(d)  If  an  applicant  disputes  the  find¬ 

ing  that  his  application  is  incomplete 
or  inadequate,  he  may  make  written 
request  to  file  the  application  over  pro¬ 
test.  In  such  case,  the  application  shall 
be  considered  filed  over  protest  as  of  the 
date  of  receipt  of  such  written  request, 
and  the  applicant  shall  be  so  notified  in 
writing.  , 

§  130.6  Comment  on  applications. 

(a)  After  the  application  has  been 
studied,  the  applicant  will  be  furnished 
comment  on  any  apparent  deficiencies 
in  the  data  submitted  or  on  the  need 
for  any  additional  data  or  changes  in  the 
application  to  facilitate  its  consideration. 

(b)  When  the  description  of  the  meth- 
'  ods  used  in,  'and  the  facilities  and  con¬ 
trols  used  for,  the  manufacture,  process¬ 
ing,  and  packing  of  such  drug  appears 
adequate  on  its  face,  but  it  is  not  feasible 
to  reach  a  conclusion  as  to  the  safety 
and  effectiveness  of  the  drug  solely  from 
consideration  of  this  description,  the  ap¬ 
plicant  may  be  notified  that  an  inspec¬ 
tion  is  required  to  verify  their  adequacy. 

(c)  Withdrawal  of  an  application  may 
be  suggested  when  it  is  found  that  addi¬ 
tional  evidence  is  required  to  support  a 
finding  that  the  drug  is  safe  or  effective 
or  that  the  methods,  facilities,  and  con¬ 
trols  used  in  manufacturing,  processing, 
and  parting  the  dirug  are  adequate. 


to  use  under  the  professional  supervision  of  a 
practitioner  licensed  hy  law  to  administer  it. 

8.  If  this  is  a  supplemental  application,  in  what  respect  his  application  is 
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(d)  On  the  basis  of  preliminary  con¬ 
sideration  of  an  application  or  supple¬ 
mental  application  containing  typewrit¬ 
ten  or  other  draft  labeling  in  lieu  of 
final  printed  labeling,  an  applicant  may 
be  informed  that  such  application  is  ap- 
provqble  when  satisfactory  final  printed 
labeling  identical  in  content  to  such 
draft  copy  is  submitted. 

§  130.7  Amended  applications. 

The  applicant  may  submit  an  amend¬ 
ment  to  an  application  that  is  pending, 
but  in  such  case  the  unamended  appli¬ 
cation  shall  be  considered  as  withdrawn 
and  the  amended  application  shall  be 
considered  resubmitted  on  the  date  on 
which  the  amendment  is  received  by  the 
Food  and  Drug  Administration.  The 
applicant  will  be  notified  of  such  date. 

§  1303  Withdrawal  of  applications  with¬ 
out  prejudice. 

The  applicant  may  at  any  time  with¬ 
draw  his  pending  application  from  con¬ 
sideration  as  a  new -drug  application 
upon  written  notification  to  the  Pood 
and  'Drug  Administration.  Such  with¬ 
drawal  may  be  made  without  prejudice 
to  a  future  filing.  Upon  resubmission, 
the  time  limitation  will  begin  to  run  from 
the  date  the  resubmission  is  received  by 
the  Food  and  Drug  Administration.  The 
application  itself  will  be  retained  by  the 
Food  and  Drug  Administration  although 
it  is  considered  withdrawn,  but  the  ap¬ 
plicant  shall  be  furnished  a  qopy  at  cost, 
on  request. 

§  130.9  Supplemental  applications. 

(a)  After  an  application  is  approved, 
a  supplemental  application  may  propose 
changes.  A  supplemental  application 
may  omit  statements  made  in  the  ap¬ 
proved  application  concerning  which  no 
change  is  proposed.  A  supplemental 
application  should  be  submitted  for  any 
change  beyond  the  variations  provided 
for  in  the  application  (including  changes 
in  the  scale  of  production,  such  as  from 
pilot-plant  to  production  batch),  that 
may  alter  the  conditions  of  use,  the  label¬ 
ing,  the  safety,  effectiveness,  identity, 
strength,  quality,  or  purity  of  the  drug, 
or  the  adequacy  of  the  manufacturing 
methods,  facilities,  or  controls  to  pre¬ 
serve  them.  Any  mailing  or  promotional 
piece  used  after  the  drug  is  placed  on 
the  market  is  labeling  requiring  a  sup¬ 
plemental  application  if  it  deviates  in 
any  significant  respect  from  the  ap¬ 
proved  labeling. 

(b)  When  necessary,  for  the  safety 
or  effectiveness  of  the  drug,  a  supple¬ 
mental  application  shall  specify  a  period 
of  time  within  which  the  proposed 
change  will  be  made. 

(c)  If  a  material  change  is  made  in 
the  components,  composition,  manufac¬ 
turing  methods,  facilities  or  oontrols,  or 
in  the  labeling  or  advertising  from  the 
representations  in  an  approved  applica¬ 
tion  for  a  new  drug,  and  the  drug  is 
marketed  before  a  supplement  is  ap¬ 
proved  for  such  change,  approval  of  the 
application  may  .be  suspended  or  with¬ 
drawn  as  provided  in  section  505(e)  of 
the  act. 

(d)  The  submission  of  a  supplemental 
new-drug  application  is  not  required 


for  changes  made  in  the  new  drug,  or  indications,  side  effects,  and  precautions, 
in  Hs  labeling,  or  in  the  manufactur-  which  is  contained  in  the  labeling  that  is 


ing  facilities  or  controls  under  which  it 
is  produced,  that  are  not  significant 
from  the  standpoint  of  safety  or  effec¬ 
tiveness.  The  holder  of  an  approved 
new-drug  application  should  submit  to 
the  Pood  and  Drug  Administration,  in 
writing,  full  details  of  any  proposed 
change  or  changes,  and  he  will  be  noti¬ 
fied  in  writing  whether  the  approval  of 
a  supplemental  application  is  required 
for  such  change  or  changes.  This  in¬ 
cludes  all  mailing  and  promotional 
pieces  that  are  to  be  used  after  the  new 
drug  has  been  placed  on  the  market. 

<e)  A  supplemental  application  is  not 
required  when  the  article  is  no  longer  a 
new  drug  under  the  labeling  submitted 
in  the  new-drug  application,  unless  the 
proposed  change  itself  causes  it  to  be¬ 
come  a  new  drug. 

§  130.10  Notification  of  applicant  ef  ap¬ 
proval  of  application. 

If  the  Commissioner  determines  before 
the  180th  day  after  filing  of  an  applica¬ 
tion  that  none  of  the  grounds  for  deny¬ 
ing  approval  specified  in  section  505(d) 
of  the  act  applies,  the  applicant  shall  be 
notified  in  writing  that  the  application 
is  approved  and  the  application  shall  be 
approved  on  the  date  of  the  notification. 

§  130.11  Insufficient  information  in  ap¬ 
plication. 

(a)  The  information  contained  in  an 
application  may  be  insufficient  to  deter¬ 
mine  whether  a  drug  is 'safe  or  effective 
in  use  if  it  fails  to  include  (among  other 
things)  a  statement  showing  whether  the 
drug  is  to  be  limited  to  prescription  sale 
and  exempt  undo-  section  502(f)(1)  of 
the  act  from  the  requirement  that  its 
labeling  bear  adequate  directions  for 
use.  If  the  drug  is  to  be  exempt,  the 
information  may  also  be  insufficient  if: 

(1)  The  specimen  labeling  proposed 
fails  to  bear  adequate  information  for 
use,  including  indications,  effects  dos¬ 
ages,  routes,  methods,  and  frequency 
and  duration  of  administration,  and  any 
relevant  hazards,  contraindications,  side 
effects,  and  precautions,  under  which 
practitioners  licensed  by  law  to  adminis¬ 
ter  the  drug  can  use  the  drug  for  the 
purposes  for  which  it  is  intended,  in¬ 
cluding  all  purposes  for  which  it  is  to  be 
advertised,  or  represented,  in  accordance 
with  S  1-106  (b)  or  (c)  of  this  chapter, 
and  information  concerning  hazards, 
contraindications,  side  effects,  and  pre¬ 
cautions,  relevant  with  respect  to  any 
common  uses  of  the  drug,  even  though 
the  proposed  labeling  does  not  offer  it  for 
such  uses. 

(2)  The  application  fails  to  show  that 
the  labeling  and  advertising  of  the  drug 
will  offer  the  drug  for  use  only  under 
those  conditions  for  which  it  is  offered 
in  the  labeling  that  is  part  of  the 
application. 

(S)  The  application  fails  to  show  that 
all  labeling  that  furnishes  or  purports 
to  furnish  Information  for  use  of  the  drug 
will  contain  substantially  the  same  in¬ 
formation  for  use,  including  indications, 
effects,  dosages,  routes,  methods,  and 
frequency  and  duration  of  administra¬ 
tion,  and  any  relevant  hazards,  contra- 


part  of  the  application,  in  accordance 
with  1 1.106  (b)  or  (c)  of  this  chapter. 

(b)  The  information  contained  in  an 
application  will  be  considered  insuffi¬ 
cient  to  determine  whether  a  drug  is 
safe  and  effective  for  use  when  there  is  a 
refusal  or  failure  upon  written  notice 
to  furnish  duly  authorized  inspectors 
of  the  Food  and  Drug  Administration  an 
adequate  opportunity  to  inspect  the 
facilities,  controls,  and  any  record  perti¬ 
nent  to  the  application. 

§  130.12  Refusal  to  approve  the  appli¬ 
cation. 

(a)  If  the  Commissioner  determines 
upon  the  basis  of  the  application,  or  upon 
the  basis  of  other  information  before 
him  with  respect  to  the  new  drug,  that: 

(1)  The  investigations,  reports  of 
which  are  required  to  be  submitted  pur¬ 
suant  to  section  505(b)  of  the  act,  do  not 
include  adequate  tests  by  all  methods 
reasonably  applicable  to  show  whether 
or  not  such  drug  is  safe  for  use  under  the 
conditions  prescribed,  recommended,  or 
suggested  hi  the  proposed  labeling 
thereof;  or 

<2)  The  results  of  such  tests  show  that 
such  drug  is  unsafe  for  use  under  such 
conditions  or  do  not  show  that  such 
drug  is  safe  for  use  under  such  condi¬ 
tions;  or 

(3)  The  methods  used  in,  and  the 
facilities  and  controls  used  for,  the 
manufacture,  processing,  and  packing 
of  such  drug  are  inadequate  to  preserve 
its  identity,  strength,  quality,  and  purity; 
or 

(4)  Upon  the  basis  of  the  information 
submitted  to  the  Food  and  Drug  Admin¬ 
istration  as  part  of  the  application,  or 
upon  the  basis  of  any  other  information 
before  it  with  respect  to  such  drug,  it  has 
insufficient  information  to  determine 
whether  such  drug  is  safe  for  use  under 
such  conditions;  or 

(5)  Evaluated  on  the  basis  of  informa¬ 
tion  submitted  as  part  of  the  application 
and  any  other  information  before  the 
Food  and  Drug  Administration  with 
respect  to  such  drug,  there  is  lack  of 
substantial  evidence  consisting  of  ade¬ 
quate  and  well-controlled  investigations, 
including  clinical  investigations,  by  ex¬ 
perts  qualified  by  scientific  training  and 
experience  to  evaluate  the  effectiveness 
of  the  drug  involved,  on  the  basis  of 
which  it  could  fairly  and  responsibly  be 
concluded  by  such  experts  that  the  drug 
will  have  the  effect  it  purports  or  is 
represented  to  have  under  the  conditions 
of  use  prescribed,  recommended,  or 
suggested  in  the  proposed  labeling;  or 

(6)  Based  on  a  fair  evaluation  of  all 
material  facts,  such  labeling  is  false  or 
misleading  in  any  particular ; 

the  Commissioner  shall  within  180  days 
after  the  filing  of  the  application  inform 
the  applicant  in  writing  of  his  intention 
to  issue  a  notice  of  hearing  on  a  proposal 
to  refuse  to  approve  the  application. 

(b)  Unless  by  the  30th  day  following 
the  date  of  issuance  of  the  letter  in¬ 
forming  the  applicant  of  the  intention 
to  issue  a  notice  of  hearing,  the  appli¬ 
cant: 

(1)  Withdraws  the  application;  or 
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(2)  Waives  the  opportunity  for  a 
hearing;  or 

(3)  Agrees  with  the  Commissioner  on 
an  additional  period  to  precede  Issuance 
of  such  notice  of  hearing,  ^ 

the  Commissioner  shall  expeditiously 
notify  the  applicant  of  an  opportunity 
for  a  hearing  on  the  question  of  whether 
such  application  is  approvable  as  pro¬ 
vided  in  §  130.14.  _ 

§  130.13  Records  and  reports  concern¬ 
ing  experience  on  new  drugs. 

(a)  On  receiving  notification  that  an 
application  for  a  new  drug  Is  approved, 
the  applicant  shall  establish  and  main¬ 
tain  records  and  make  reports  that  are 
necessary  to  facilitate  a  determination 
whether  there  may  be  grounds  for  in¬ 
voking  section  505(e)  of  the  act  to  sus¬ 
pend  or  withdraw  approval  of  the 
application,  including  an  adequately 
organized  and  indexed  file  containing  full 
reports  of  any  information  of  the  fol¬ 
lowing  kinds  that  has  not  previously  been 
submitted  as  part  of  his  application  for 
the  drug  and  which  is  made  available  to 
him  from  any  source; 

(1)  Clinical  experience,  studies,  in¬ 
vestigations,  and  tests  conducted  by  the 
applicant  or  reported  to  him  by  any  per¬ 
son,  or  reports  in  the  scientific  literature 
that  are  available  to  him,  involving  the 
drug  that  is  the  subject  of  the  applica¬ 
tion  or  any  related  drug. 

(2)  Animal  experience,  studies,  inves¬ 
tigations,  and  tests  conducted  by  the  ap¬ 
plicant  or  reported  to  him  by  any  person, 
or  reports  in  the  scientific  literature  that 
are  available  to  him  involving  the  drug 
that  is  the  subject  of  the  application  or 
any  related  drug. 

(3)  Experience,  investigation,  studies, 
or  tests  involving  the  chemical  or  physi¬ 
cal  properties  or  any  other  properties  of 
the  drug,  such  as  its  behavior  or  prop¬ 
erties  in  relation  to  microorganisms,  in¬ 
cluding  both  the  effects  of  the  drug  on 
microorganisms  and  the  effects  of  micro¬ 
organisms  on  the  drug. 

(4)  The  information  required  by  this 
section  shall  include,  when  known,  ade¬ 
quate  identification  of  its  source,  includ¬ 
ing  the  name  and  post  office  address  of 
the  person  who  furnished  such  informa¬ 
tion. 

(5)  Copies  of  all  mailing  pieces  and 
other  labeling,  and  if  it  is  a  prescription 
drug  all  advertising,  other  than  that  con-  * 
tained  in  the  application,  used  in  pro¬ 
moting  the  drug. 

(b)  The  applicant  shall  submit  copies 
of  the  records  and  reports  described  in 
paragraph  (a)  of  this  section,  appropri¬ 
ately-  identified  with  the  new-drug  ap¬ 
plication  (s)  to  which  they  relate,  in 
triplicate  to  the  Food  and  Drug  Admin¬ 
istration,  as  follows: 

(1)  As  soon  as  possible  and  in  any 
.  event  within  5  working  days  of  its  re¬ 
ceipt  by  the  applicant,  complete  records 
or  reports  concerning  any  information  of 
'the  following  kinds: 

(i)  Information  concerning  any  un¬ 
desirable  side  effect.  Injury,  toxicity,  or 
sensitivity  reaction  associated  with  clin¬ 
ical  uses,  studies,  investigations,  or  tests, 
whether  or  not  determined  to  be  attrib¬ 
utable  to  the  drug,  except  that  this  re¬ 
quirement  shall  not  apply  to  the  sub¬ 


mission  of  information  described  in  a 
written  communication  to  the  applicant 
from  the  Food  and  Drug  Administra¬ 
tion  as  types  of  information  that  may 
be  submitted  at  other  designated 
intervals. 

(ii)  Information  concerning  any  un¬ 
usual  failure  of  the  drug  to  exhibit  its 
expected  pharmacological  activity. 

(iii)  Information  concerning  any  mix- 
up  in  the  drug  or  its  labeling  with  an¬ 
other  article. 

(iv)  Information  concerning  any 
chemical,  physical,  bacteriological,  or 
other  change  or  deterioration  in  the 
drug,  or  any  failure  of  one  or  more  dis¬ 
tributed  batches  of  the  drug  to  meet  the 
specifications  established  for  it  in  the 
new-drug  application. 

(2)  All  the  kinds  of  information  de¬ 
scribed  in  paragraph  (a)  of  this  section, 
other  than  that  submitted  under  the 
provisions  of  paragraph  (b)  (1)  of  this 
section,  shall  be  submitted  at  the  follow¬ 
ing  intervals,  unless  otherwise  ordered 
in  a  written  communication  from  the 
Commissioner; 

(i)  If  the  drug  is  Intended  for  admin¬ 
istration  to  man,  within  intervals  of  3 
months  beginning  with  the  date  of  ap¬ 
proval  of  the  application  during  the  first 
year  following  such  date;  within  inter¬ 
vals  of  6  months  during  the  second  year 
following  such  date;  and  at  yearly  inter¬ 
vals  thereafter. 

(ii)  If  the  drug  is  intended  solely  for 
administration  to  animals,  at  intervals 
within  6  months  beginning  with  the  date 
of  approval  of  the  application  during  the 
first  year  following  such  date,  and  at 
yearly  intervals  thereafter. 

(iii)  The  submitted  copies  of  records 
and  reports  shall  include  all  the  required 
information  that  became  available  to 
the  applicant  during  the  designated 
intervals. 

(3)  On  written  order  of  the  Commis¬ 
sioner,  within  the  time  stated  in  such 
order  or  agreed  to  by  the  applicant  and 
the  Commissioner,  any  designated  rec¬ 
ords  or  reports  containing  the  kinds  of 
information  described  in  this  section. 

(c)  The  reports  submitted  under  the 
provisions  of  this  section  are  not  re¬ 
quired  to  furnish  the  names  and  ad¬ 
dresses  of  individual  patients  unless  the 
applicant  is  notified  in  writing  by  the 
Food  and  Drug  Administration  that  in¬ 
dividual  patient  identification  is  re¬ 
quired  with  respect  to  designated  reports 
in  order  to  permit  further  investigation 
or  because  there  is  reason  to  believe  that 
such  reports  do  not  represent  actual  re¬ 
sults  obtained. 

(d)  The  applicant  shall  upon  request 
of,  any  properly  authorized  officer  or  em¬ 
ployee  of  the  Department,  at  reasonable 
times,  permit  such  officers  to  have  access 
to  and  copy  and  verify  any  records  and 
reports  established  and  maintained 
under  the  provisions  of  this  section. 

(e)  If  the  Food  and  Drug  Administra¬ 
tion  finds  that  the  applicant  has  failed 
to  establish  a  system  for  maintaining  re¬ 
quired  records,  or  has  repeatedly  or 
deliberately failed  to  maintain  such 
records  or  to  make  required  reports,  in 
accordance  with  the  provisions  of  this 
section,  or  that  the  applicant  has  re¬ 
fused  to  permit  access  to,  or  copying  or 


verification  of  such  records  or  reports, 
the  Commissioner  shall  give  the  appli¬ 
cant  due  notice  and  opportunity  for  a 
hearing  on  the  question  of  whether  to 
withdraw  the  approval  of  the  applica¬ 
tion,  as  provided  in  SS  130.14  and  130.27. 

(f)  Upon  written  request  of  the  appli¬ 
cant,  stating  reasonable  grounds  there¬ 
for,  the  Commissioner  will  make  avail¬ 
able  any  information  in  possession  of  the 
Food  and  Drug  Administration  of  the 
kinds  the  applicant  is  required  to  main¬ 
tain  under  the  provisions  of  this  section, 
except  information  readily  available  to 
the  applicant  from  other  sources  or  in¬ 
formation  which  the  Commissioner  con¬ 
cludes  must  be  considered  confidential. 

§  130.14  Contents  of  notice  of  hearing. 

(a)  The  notice  to  the  applicant  of  op¬ 
portunity  for  a  hearing  on  a  proposal  by 
the  Commissioner  to  refuse  to  approve 
an  application  or  to  withdraw  the  ap¬ 
proval  of  an  application  will  specify  the 
grounds  upon  which  he  proposes  to  issue 
his  order.  On  request  of  the  applicant, 
the  Commissioner  will  explain  the  rea¬ 
sons  for  his  action.  The  notice  of  hear¬ 
ing  will  specify  that  the  applicant  has 
30  days  after  issuance  of  the  notice 
within  which  he  is  required  to  file  a 
written  appearance  electing  whether: 

(1)  To  avail  himself  of  the  opportu¬ 
nity  for  a  hearing  at  the  place  specified 
in  the  notice  of  hearing;  or 

(2)  Not  to  avail  himself  of  the  oppor¬ 
tunity  for  a  hearing. 

(b)  If  the  applicant  elects  to  accept 
the  opportunity  for  a  hearing  by  writ¬ 
ten  request  within  30  days  after  such 
notice,  a  hearing  examiner  will  be  named 
and  he  shall  issue  a  written  notice  of  the 
time  and  place  at  which  the  hearing 
shall  commence,  not  more  than  90  days 
after  the  expiration  of  such  30  days  un¬ 
less  the  hearing  examiner  and  the  ap¬ 
plicant  otherwise  agree. 

(c)  The  hearing  will  be  open  to  the 
public:  Provided,  however.  That  if  the 
Commissioner  finds  that  portions  of  the 
application  which  serve  as  a  basis  for 
the  hearing  contain  information  con¬ 
cerning  a  method  or  process  which  as  a 
trade  secret  is  entitled  to  protection,  the 
part  of  the  hearing  that  involves  such 
portions  will  not  be  public  unless  the 
respondent  so  specifies  in  his  appear¬ 
ance. 

§  130.15  Failure  to  file  an  appearance. 

If  the  respondent  fails  to  file  a  writ¬ 
ten  appearance  in  answer  to  the  notice 
of  hearing,  his  failure  will  be  construed 
as  an  election  not  to  avail  himself  of 
the  opportunity  for  the  hearing,  and  the 
Commissioner,  without  further  notice, 
may  enter  a  final  order. 

§  130.16  Appearance  of  respondent. 

If  the  respondent  elects  to  avail  him¬ 
self  of  the  opportunity  for  the  hearfftg, 
he  may  appear  in  person  or  by  counsel. 
If  the  respondent  desires  to  be  heard 
through  counsel,  the  counsel  will  file 
with  the  hearing  examiner  a  written 
appearance. 

§  130.17  Hearing  examiner. 

The  hearing  will  be  conducted  by  a 
hearing  examiner  appointed  as  provided 
in  the  Administrative  Procedure  Act  (60 
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PROPOSED  RULE  MAKING 


§  130.27  Withdrawal  of  approval  of  an 
application. 

The  Commissioner  shall,  in  writing, 
notify  the  person  holding  an  approved 
new -drug  application  and  afford  an  op¬ 
portunity  for  a  hearing  on  a  proposal 
to  withdraw  approval  of  the  application 
as  provided  in  SS  130.14  to  130.27,  in¬ 
clusive,  if: 

(a)  The  Secretary  has  suspended  the 
approval  of  such  application  on  a  finding 
that  there  is  an  imminent  hazard  to  the 
public  health;  or 

(b)  The  Commissioner  finds: 

(1)  That  clinical  or  other  experience, 
tests,  or  other  scientific  data  show  that 
the  drug  is  unsafe  for  use  under  the 
conditions  of  use  upon  the  basis  of  which 
the  application  was  approved;  or 

(2)  That  new  evidence  of  clinical  ex¬ 
perience,  not  contained  in  the  applica¬ 
tion  or  not  available  to  the  Food  and 
Drug  Administration  until  after  the  ap¬ 
plication  was  approved,  or  tests  by  new 
methods,  or  tests  by  methods  not  deemed 
reasonably  applicable  when  the  appli¬ 
cation  was  approved,  evaluated  together 
with  the  evidence  available  when  the 
application  was  approved,  reveal  that  the 
ding  is  not  shown  to  be  safe  for  use 
under  the  conditions  of  use  upon  the 
basis  of  which  the  application  was  ap¬ 
proved;  or 

(3)  Upon  the  basis  of  new  information 
before  the  Food  and  Drug  Administra¬ 
tion  with  respect  to  the  drug,  evaluated 
together  with  the  evidence  available 
when  the  application  was  approved,  that 
there  is  a  lack  of  substantial  evidence 
that  the  drug  will  have  the  effect  it  pur¬ 
ports  or  is  represented  to  have  under  the 
conditions  of  use  prescribed,  recom¬ 
mended,  or  suggested  in  the  labeling 
thereof;  or 

(4)  That  the  application  contains  any 
untrue  statement  of  a  material  fact; 

or 

(c)  The  Commissioner  finds: 

(1)  That  the  applicant  has  failed  to 
establish  a  system  for  maintaining  re¬ 
quired  records,  or  has  repeatedly  or  de¬ 
liberately  failed  to  maintain  such  records 
or  to  make  required  reports,  in  accord¬ 
ance  with  a  regulation  or  order  under 
section  505 (j)  of  the  act  and  of  {130.13, 
or  that  the  applicant  has  refused  to  per¬ 
mit  access  to,  or  copying  or  verification 
of,  such  records  as  required;  or 

(2)  That  on  the  basis  of  new  informa¬ 
tion  before  the  Food  and  Drug  Adminis¬ 
tration,  evaluated  together  with  the  evi¬ 
dence  available  when  the  application 
was  approved,  the  methods  used  in,  or 
the  facilities  and  controls  used  for,  the 
manufacture,  processing,  and  packing  of 
the  drug  are  inadequate  to  assure  and 
preserve  its  identity,  strength,  quality, 
and  purity;  or 

(3)  That  on  the  basis  of  new  informa¬ 
tion  before  the  Food  and  Drug  Adminis¬ 
tration,  evaluated  together  with  the  evi¬ 
dence  available  when  the  application  was 
approved,  the  labeling  of  the  drug,  based 
on  a  fair  evaluation  of  all  material  facts, 
is  false  or  misleading  in  any  particular; 

and  that  the  matter  complained  of  was 
not  corrected  by  the  applicant  within 
a  reasonable  time  after  bis  receipt  of 
written  notice  from  the  Commissioner 
specifying  the  matter  complained  of. 


§  130.28  Revocation  of  order  refusing 
to  approve  application,  or  suspend¬ 
ing  or  withdrawing  approval  of  an 
application. 

The  Commissioner,  upon  his  own  ini¬ 
tiative  or  upon  request  of  an  applicant 
stating  reasonable  grounds  therefor, 
may,  if  fie  finds  that  the  facts  so  re¬ 
quire,  issue  an  order  approving  an  ap¬ 
plication  concerning  which  an  approval 
has  previously  been  refused,  suspended, 
or  withdrawn. 

§  130.29  Service  of  notices  and  orders. 

All  notices  and  orders  under  this  Part 
130  and  section  505  of  the  act  pertaining 
to  new -drug  applications  shall  be 
served: 

(a)  In*  person  by  any  officer  or  em¬ 
ployee  of  the  Department  designated  by 
the  Commissioner;  or 

(b)  By  mailing  the  order  by  certified 
mail  addressed  to  the  applicant  or  re¬ 
spondent  at  his  last  known  addsess  in 
the  records  of  the  Food  and  Drug 
Administration. 

§  130.30  Untrue  statements  in  applica¬ 
tion. 

Among  the  reasons  why  an  application 
may  contain  an  untrue  statement  of  a 
material  fact  are: 

(a)  Differences  in: 

(1)  Conditions  of  use  prescribed,  rec¬ 
ommended,  or  suggested  by  the  appli¬ 
cant  for  the  drug  from  the  conditions  of 
such  use  stated  in  the  application; 

(2)  Articles  used  as  components  of  the 
drug  from  those  listed  in  the  applica¬ 
tion; 

(3)  Composition  of  the  drug  from  that 
stated  in  the  application; 

(4)  Methods  used  in,  or  the  facilities 
and  controls  used  for,  the  manufacture, 
processing,  or  packing  of  the  drug  from 
such  methods,  facilities,  and  controls 
described  in  the  application; 

(5)  Labeling  from  the  specimens  con¬ 
tained  in  the  application; 

or 

(b)  The  unexplained  omission  in 
whole  or  Jn  part,  from  the  original  ap¬ 
plication  or  any  amendment  or  supple¬ 
ment  to  it,  or  from  any  record  or  report 
required  under  the  provisions  of  section 
505(j)  of  the  act  and  {  130.13,  of  any  in¬ 
formation  obtained  from  (1)  investiga¬ 
tions  as  to  safety  or  effectiveness;  or  (2) 
investigations  as  to  identity,  strength, 
quality,  or  purity  of  the  drug  made  by 
the  applicant  on  the  drug;  or  (3)  in¬ 
vestigations  o T  experience  with  the  drug, 
or  any  related  drug  available  to  the  ap¬ 
plicant  from  any  source,  if  such  informa¬ 
tion  is  pertinent  to  an  evaluation  of  the 
safety,  effectiveness,  identity,  strength, 
quality  or  purity  of  the  drug,  when  such 
omission  would  bias  an  evaluation  of  the 
safety  or  effectiveness  of  the  drug. 

§  130.31  1  Judicial  review. 

The  Assistant  General  Counsel  for 
Food  and  Drugs  of  the  Department  of 
Health,  Education,  and  Welfare  is  hereby 
designated  as  the  officer  upon  whom 
copies  of  petitions  for  judicial  review 
shall  be  served.  Such  officer  shall  be 
responsible  for  filing  in  the  court  a  tran¬ 
script  of  proceedings  and  the  record  on 
which  the  final  orders  were  based.  The 


transcript  and  record  shall  be  certified 
by  the  Commissioner. 

§  130.32  Confidentiality  of  information 
contained  in  new -drug  applications. 

(a)  The  Federal  Food,  Drug,  and  Cos¬ 
metic  Act  provides,  in  section  505(b), 
that  any  person  may  file  with  the  Secre¬ 
tary  an  application  with  respect  to  any 
new  drug,  which  shall  include,  among 
other  things,  a  full  list  of  the  articles 
used  as  components  and  a  full  statement 
of  the  composition  of  such  drug.  These 
requirements  apply  to  ail  .components  or 
ingredients  of  a  new  drug,  whether  or 
not  they  are  therapeutically  active.  Ful¬ 
fillment  of  these  requirements  may  be 
met  by  submitting  a  full  statement  of  the 
chemical  or  common  or  usual  name  and 
of  the  quantity  of  each  component  or 
ingredient  of  the  drug.  Such  require¬ 
ments  may  also  be  met  through  the  in¬ 
clusion  in  the  new -drug  application  of  a 
properly  authorized  reference  to  a  pre¬ 
vious  application  or  other  Food  and 
Drug  Administration  file  containing  the 
relevant  information. 

(b)  Section  301  (j)  of  the  act  makes 
it  an  offense  to  divulge  to  unauthorized 
persons  any  information  acquired  from 
a  new -drug  application  concerning  any 
method  or  process  that  Is  a  trade  secret. 
Basic  manufacturers  sometimes  submit 
data  to  the  Food  and  Drug  Administra¬ 
tion  in  the  form  of  so-called  master  files 
for  the  purpose  of  establishing  the  safety 
of  ingredients  that  may  be  used  in  new 
drugs  and  authorize  specified  applicants 
to  incorporate  by  reference  such  data  in 
support  of  their  applications.  Such  man¬ 
ufacturers  may  regard  some  of  the  data 
in  such  files  as  trade  secrets  and  request 
the  Food  and  Drug  Administration  to 
treat  such  information  as  confidential. 
The  Food  and  Drug  Administration  will 
preserve  the  confidentiality  of  such  data 
to  the  extent  that  it  may  properly  do  so. 
Because  the  applicant  is  legally  respon¬ 
sible  for  the  composition  of  the  new  drug 
and  all  its  ingredients  and  may  require 
information  in  the  master  file  for  judi¬ 
cial  or  administrative  proceedings  con¬ 
cerning  the  drug,  the  Food  and  Drug 
Administration  will  not  withhold  such 
information  from  the  applicant  when  his 
need  for  it  arises  and  he  submits  a  writ¬ 
ten  request  for  it.  The  Food  and  Drug 
Administration  will  inform  the  person 
who  submitted  the  data  of  any  such 
requests. 

§  130.33  Notice  of  approval. 

When  a  new -drug  application  is  ap¬ 
proved,  the  Commissioner  will  publish 
an  appropriate  notice  thereof  in  the 
Federal  Register.  Further,  if  a  supple¬ 
ment  to  an  approved  new-drug  applica¬ 
tion  becomes  necessary  to  add  additional 
warnings,  contraindications,  or  informa¬ 
tion  about  new  side  effects,  the  Commis¬ 
sioner  may  publish  an  appropriate 
notice  thereof  in  the  Federal  Register. 

§  130.34  Notice  of  withdrawal  of  ap¬ 
proval  of  application. 

Where  approval  of  a  new-drug  appli¬ 
cation  is  withdrawn  by  the  Commis¬ 
sioner,  he  will  give  appropriate  public 
notice  of  such  action  by  publication  in 
the  Federal  Register. 
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Subpart  B — Drugs  Exempted  From 

Prescription-Dispensing  Require¬ 
ments 

\ 

§  130.101  Prescription-exemption  pro¬ 
cedure.  \ 

(a)  Duration  of  prescription  require- 
vnent.  Any  drug  limited  to  prescription 
use  under  section  503(b)(1)(C)  of  the 
act  remains  so  limited  until  it  is 
exempted  as  provided  in  paragraph  (b) 
of  this  section. 

(b)  Prescription-exemption  procedure 
lor  drugs  limited  by  a  new-drug  applica¬ 
tion.  Any  drug  limited  to  prescription 
use  under  section  503(b)(1)(C)  of  the 
act  shall  be  exempted  from  prescrip¬ 
tion-dispensing  requirements  when  the 
Commissioner  finds  such  requirements 
are  not  necessary  for  the  protection  of 
the  public  health  by  reason  of  the  drug’s 
toxicity  or  other  potentiality  for  harm¬ 
ful  effect,  or  the  method  of  its  use,  or 
the  collateral  measures  necessary  to  its 
use,  and  he  finds  that  the  drug  is  safe 
and  effective  for  use  in  self-medication 
as  directed  in  proposed  labeling.  A 
proposal  to  exempt  a  drug  from  the 
prescription-dispensing  requirements  of 
section  503(b)  (1)  (C)  of  the  act  may  be 
initiated  by  the  Commissioner  or  by 
any  interested  person.  Any  interested 
person  may  file  a  petition  seeking  such 
exemption,  stating  reasonable  grounds 
therefor,  which  petition  may  be  in  the 
form  of  a  supplement  to  an  approved 
new-drug  application.  Upon  receipt  of 
such  a  petition,  or  on  his  own  initiative 
at  any  time,  the  Commissioner  will  pub¬ 
lish  a  notice  of  proposed  rule  making 
and  invite  written  comments.  After  con¬ 
sideration  of  all  available  data,  includ¬ 
ing  any  comments  submitted,  the  Com¬ 
missioner  may  issue  a  regulation  grant¬ 
ing  or  refusing  the  exemption,  effective 
on  a  date  specified  therein.  Whenever 
the  Commissioner  concludes,  either  at 
the  time  of  publication  of  the  notice  of 
proposed  rule  making  or  after  consider¬ 
ing  the  written  comments  submitted, 
that  granting  or  refusing  the  exemption 
requires  a  more  thorough  development 
of  the  facts  than  is  possible  in  a  written 
presentation,  he  may  call  a  public  hear¬ 
ing  for  that  purpose.  The  notice  of  such 
hearing  shall  specify  the  questions  to  be 
considered.  As  soon  as  practicable  after 
completion  of  the  hearing,  the  final  reg¬ 
ulation  granting  or  refusing  the  exemp¬ 
tion  shall  be  issued,  effective  on  a  date 
specified  therein.  If  the  Commissioner 
for  good  cause  finds  (and  incorporates 
the  finding  and  a  brief  statement  of  the 
reasons  therefor  in  a  regulation)  that 
notice  and  public  procedure  thereon  are 
impracticable,  unnecessary,  or  contrary 
to  the  public  interest,  he  may  issue  the 
final  regulation  forthwith. 

(c)  New-drug  status  of  drugs  ex¬ 
empted  from  the  prescription  require¬ 
ment.  A  drug  exempted  from  the 
prescription  requirement  under  the  pro¬ 
visions  of  paragraph  (b)  of  this  section 
is  a  “new  drug”  within  the  meaning  of 
section  201  (p)  of  the  act  until  it  has 
been  used  to  a  material  extent  and  for 
a  material  time  under  such  conditions. 

(d)  Prescription  legend  not  allowed  on 
exempted  drugs.  The  use  of  the  pre¬ 
scription  caution  statement  quoted  in 


section  503(b)  (4)  of  the  act,  in  the  label¬ 
ing  of  a  drug  exempted  under  the 
provisions  of  this  section,  constitutes 
misbranding.  Any  other  statement  or 
suggestion  in  the  labeling  of  a  drug  ex¬ 
empted  under  this  section,  that  such 
drug  is.  limited  to  prescription  use,  may 
constitute  misbranding. 

§  130.102  Exemption  for  certain  drugs 
limited  by  new-drug  applications  to 
prescription  sale. 

[No  changes  in  this  section  are  proposed.] 
Dated:  February  7, 1963.. 

Geo.  P.  Larrick, 
Commissioner  of  Food  and  Drugs. 

[FA.  Doc.  63-1541;  Filed,  Feb.  13.  1963; 
8:45  a.m.] 

E21  CFR  Part  132  1 

REGISTRATION  OF  PRODUCERS  OF 
DRUGS 

Notice  of  Proposed  Rule  Making 

In  accordance  with  the  provisions  of 
the  Federal  Food,  Drug,  and  Cosmetic 
Act  (secs.  301  (p) ,  502(o),  510,  701(a); 
52  Stat.  1043,  1050,  1055,  as  amended; 
76  Stat.  794,  795;  sec.  301,  Public  Law 
87-781;  21  U.S.C.  331  (p),  352 (o),  360  and 
note,  371(a)),  and  under  the  authority 
delegated  to  him  by  the  Secretary  of 
Health,  Education,  and  Welfare  (25  F.R. 
8625),  the  Commissioner  of  Food  and 
Drugs  proposes  to  issue  the  following 
regulations  to  provide  for  the  orderly 
registration  of  persons  engaged  in  the 
manufacture,  preparation,  propagation, 
compounding,  or  processing  of  drugs  as 
defined  in  section  510  of  the  act: 

PART  1 32 — REGISTRATION  OF  PRO¬ 
DUCERS  OF  DRUGS 

Subpart  A — Definitions 

Sec. 

132.1  Definitions. 

Subpart  B  Procedures  for  Domestic*  Drug 
Establishments 

132.2  Who  must  register. 

132.3  Times  for  registration. 

132.4  How  and  where  to  register. 

132.5  Notification  of  registration  require¬ 

ments. 

132.6  Information  required. 

132.7  Additional  information  requested. 

132  A  Notification  of  registrant. 

132.9  Inspection  of  registration. 

132.10  Amendments  to  registration. 

132.11  Misbranding  by  reference  to  reglstra- 

tration. 

Subpart  C — Procedures  for  Foreign  Drug 
Establishments  [Reserved! 

Subpart  D — Exemptions 

132.51  Exemptions  for  domestic  establish¬ 
ments. 

Authobitt:  55  132.1  to  132.51  issued  under 
secs.  510,  701,  52  Stat.  1055,  as  amended, 
76  Stat.  794;  21  U.S.C.  360, 371. 

Subpart  A — Definitions 

§  132.1  Definitions. 

(a)  As  used  in  this  part,  the  term 
“act”  means  the  Federal  Food,  Drug,  and 
Cosmetic  Act  approved  June  25,  1938 
(52  Stat.  1040  et  seq.,  as  amended;  21 
U.S.C.  301-392) . 


(b)  “Initial  registration”  means  the 
registration  of  drug  establishments  in 
existence  on  October  9,  1962,  which  was 
the  day  preceding  enactment  of  the  reg¬ 
istration  requirement. 

(c)  “New  registration”  means  the  reg¬ 
istration  of  a  new  or  additional  drug 
establishment  which  commences  opera¬ 
tion  after  October  9, 1962. 

(d)  “Reregistration”  means  the  reg¬ 
istration  procedure  that  must  be  com¬ 
plied  with  on  or  before  each  December 
31  following  the  inital  or  new  registra¬ 
tion. 

(e)  “Establishment”  means  a  place  of 
business  under  one  management  at  one 
general  physical  location.  The  term  in¬ 
cludes,  among  others,  independent  lab¬ 
oratories  that  engage  in  control  activ¬ 
ities  for  registered  drug  establishments 
(e.g.,  “consulting”'  laboratories)  and 
manufacturers  of  medicated  feeds  and 
of  vitamin  products  that  are  “drugs” 
within  the  meaning  of  section  201(g) 
of  the  act. 

(f)  “Manufacture,  preparation,  prop¬ 
agation,  compounding,  or  “processing” 
of  a  drug  or  drugs,  as  used  in  this  part, 
means  the  making  by  chemical,  physical, 
biological,  or  other  procedures  of  any 
articles  which  meet  the  definition  of 
drugs  as  defined  in  section  201(g)  of 
the  act,  and  including  manipulation, 
sampling,  testing,  or  control  procedures 
applied  to  the  final  product  or  to  any 
part  of  the  process.  The  term  includes 
repackaging  or  otherwise  changing  the 
container,  wrapper,  or  labeling  of  any 
drug  package  in  furtherance  of  the  dis¬ 
tribution  of  the  drug  from  the  original 
place  of  manufacture  to  the  person  who 
makes  final  delivery  or  sale  to  the  ulti¬ 
mate  consumer. 

(g)  The  definitions  and  interpreta¬ 
tions  contained  in  section  201  and  510 
of  the  Federal  Food.  Drug,  and  Cosmetic 
Act  shall  be  applicable  to  such  terms 
when  used  in  the  regulations  in  this 
Part  132. 

Subpart  B— Procedures  for  Domestic 
Drug  Establishments 

§  132.2  Who  mast  register. 

Owners  or  operators  of  all  drug  estab¬ 
lishments  not  exempt  under  section  510 
(g)  of  the  act  or  subpart  D  of  this  Part 
132  that  engage  in  the  manufacture, 
preparation,  propagation,  compounding, 
or  processing  of  a  drug  or  drugs  are  re¬ 
quired  to  register.  Such  owners  or  op¬ 
erators  are  required  to  register,  whether 
or  not  the  output  of  such  establishment 
enters  interstate  commerce.  No  regis¬ 
tration  fee  is  required. 

§  132.3  Times  for  registration. 

Initial  registration  shall  be  before  May 
1,  1963.  Reregistration  shall  be  before 
December  31, 1963,  and  before  December 
31  of  each  subsequent  year.  Initial 
registration  must  be  postmarked  no  later 
than  midnight,  April  30, 1963 ;  new  regis¬ 
tration  no  later  than  midnight  5  days 
subsequent  to  the  beginning  cf  opera¬ 
tions  as  defined  in  8  132.1(g),  and  re¬ 
registration  no  later  than  midnight 
December  31,  1963,  and  December  31  of 
each  year  thereafter. 
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PROPOSED  RULE  MAKING 


|  132.4  How  and  where  to  regnter. 

Registration  win  be  by  form  FD - 

which  will  be  available  at  the  Food  and 
Drag  Administration,  Department  at 
Health,  Education,  and  Welfare,  Wash¬ 
ington  20,  D.C.,  or  at  any  of  the  district 
offices  of  the  Food  and  Drug  Administra¬ 
tion  listed  below: 

Food  sad  Drug  Administration,  60  Klghtli 
gtiset  KB.,  Atlanta  9,  Ga. 

Food  and  Drug  Administration,  Boom  800, 
UJS.  Appraisers  Stores  Building,  106  South 
Gay  Street.  Baltimore  2,  Md. 

Food  and  Drug  Administration.  Room  806, 
TUB.  Appraisers  Stares  Building.  408  Atlantic 
Avenue.  Boston  10,  Mass. 

Food  and  Drug  Administration.  Room  415, 
UA  Post  Office  Building.  EUloott  and  South 
Division  Streets,  Buffalo  3,  N.7. 

Food  and  Drug  Administration,  Boom  1222. 
Main  Post  Office  Building,  433  West  Van 
Buren  Street,  Chicago  7.  Ill. 

Food  and  Drug  Administration.  1141  Cen¬ 
tral  Parkway,  Cincinnati  2,  Ohio. 

Pood  and  Drug  Administration,  3082  Bryan 
Street,  Dallas  4,  Tez. 

Food  and  Drag  Administration,  Boom  573, 
New  Customhouse  Building,  Nineteenth  and 
Stout  Streets,  Denver  2,  Colo. 

Food  and  Drag  Administration,  1560  Bast 
Jefferson  Avenue,  Detroit  7,  Mich. 

Food  and  Drug  Administration,  1009  Cherry 
Street.  Kansas  City  6.  Mo. 

Food  and  Drug  Administration.  1521  West 
Pico  Boulevard,  Los  Angeles  15.  Calif. 

Food  and  Drug  Administration,  Boom  201, 
Federal'  Office  Building,  Washington  and 
Third  Avenue  South.  Minneapolis  1,  Minn. 

Food  and  Drug  Administration,  Boom  222, 
TUB.  Customhouse  Building,  423  Canal  Street, 
New  Orleans  16,  La. 

FOod  and  Drug  Administration.  Boom  1200, 
UjS.  Appraisers  Stores  Building.  201  Vaxlck 
Street.  New  York  14.  N.Y. 

Food  and  Drag  Administration,  Boom  1204, 
UB.  Customhouse  Building,  Second  and 
Chestnut  Streets,  Philadelphia  6,  Pa. 

Food  and  Drug  Administration.  Boom  1007, 
UJ3.  Courthouse  and  Customhouse  Building, 
1114  Market  Stteet,  St.  Louis  1.  Mo. 

Pood  and  Drag  Administration,  Boom  518, 
Federal  Office  Building,  50  Fulton  Street,  San 
Francisco  2,  Calif. 

Food  and  Drug  Administration,  Boom  501, 
Federal  Office  Building.  909  First  Avenue, 
Seattle  4,  Wash. 

The  completed  form  should  be  mailed 
to  the  Food  and  Drug  Administration, 
Department  of  Health,  Education,  and 
Welfare,  Washington  25,  D.C.,  in  an 
envelope  plainly  marked  “Registration.” 

§  132.5  Notification  of  registration  re¬ 
quirements. 

The  Commissioner  of  Food  and  Drugs 
will  send  these  regulations  and  a  copy 

of  form  FD- _ to  drug  firms  presently 

listed  on  mailing  lists  maintained  by  the 
Food  and  Drug  Administration.  He  will 
also  take  other  available  steps  to  publi¬ 
cize  the  procedure  and  the  need  for 
registration.  Failure  to  receive  such 
notification,  however,  win  not  constitute 
adequate  reason  for  failure  to  register. 

§  132.6  Information  required. 

The  registration  form  shall  be  com¬ 
pletely  filled  in  with  the  name  and  street 
address  of  the  drug  establishment,  in¬ 
cluding  post  office  zone  number,  if  any; 
the  kind  of  ownership  (ex.  individually 
owned,  partnership,  or  corporation)  and 
the  name  of  the  owner  of  such  establish¬ 
ment.  The  term  -name  of  owner**  shall 


include  in  the  eaae  of  a  partnership 
the  name  of  each  partner  and  in  the  case 
of  a  corporation  the  name  of  each 
corporation  officer  and  director,  and  the 
name  of  the  State  of  incorporation.  The 
information  required  shall  be  given 
separately  for  each  establishment  as 
defined  in  i  132.1(f). 

§  132.7  Additional  information  to- 


For  more  efficient  operation,  addi¬ 
tional  information  not  required  by 
statute  is  being  requested  on  the  regis¬ 
tration  form.  This  additional  Informa¬ 
tion  consists  of  the  Federal  Social 
Security  Employer  Identification  Number 
of  the  establishment,  the  classes  of  drugs 
handled  by  the  establishment,  and  the 
kind  of  business  operation,  the  approxi¬ 
mate  gross  sales  of  drugs  during  the  last 
fiscal  year,  and  whether  the  output  of 
the  firm  enters  interstate  commerce.  ' 

§  132.8  Notification  of  registrant. 

The  Commissioner  of  Food  and  Drugs 
will  provide  to  the  registrant  a  validated 
copy  of  the  registration  form  as  evidence 
of  registration.  No  registration  num¬ 
ber  shall  be  furnished. 

§  132.9  Inspection  of  registration. 

A  copy  of  the  required  Information 
filed  by  the  registrant  pursuant  to 
1 132.8,  but  not  the  “additional  informa¬ 
tion”  furnished  in  accordance  with 
1 132.7,  will  be  available  for  inspection 
pursuant  to  section  510(f)  of  the  act,  at 
the  Division  of  Public  Information,  Food 
and  Drag  Administration,  Department 
of  Health,  Education,  and  Welfare, 
Washington,  D.C.  In  addition,  there  will 
be  available  for  inspection  at  each  of  the 
Food  and  Drug  Administration  district 
offices  listed  in  9  132.4  the  same  informa¬ 
tion  for  firms  within  the  geographical 
area  of  such  district  office.  Inquiries  re¬ 
garding  the  location  of  any  particular 
registration  may  be  made  at  any  Food 
and  Drug  Administration  district  office. 

§  132.10  Amenchnents  to  registration. 

Changes  in  ownership,  corporate  or 
partnership  structure,  or  of  street  ad¬ 
dress  shall  be  submitted  as  reregistration 
within  5  days  of  such  changes.  Changes 
in  the  names  of  partners  or  of  principal 
officers  of  corporations  shall  also  be  made 
a  matter  of  record  through  reregistra¬ 
tion  within  5  days  of  such  changes. 

§  132.11  Misbranding  by  reference  to 
registration. 

Registration  of  drug  establishments 
does  not  in  any  way  denote  approval  of 
the  firm  or  its  products.  Any  representa¬ 
tion  that  creates  an  impression  of  offi¬ 
cial  approval  because  of  registration  win 
be  considered  misleading. 

Subport  C — Procedures  far  Foreign 

Drug  Establishments  [Reserved! 

Subpart  D — Exemptions 

§  132.51  Exemptions  far  domestic  estab¬ 
lishments. 

The  following  classes  of  persons  are 
exempt  from  registration  in  accordance 
with  this  part  132  under  the  provisions  of 
section  510(g)  (1),  (2),  and  (3)  of  the 


or  tfw  Pratwlrtniwr  ha* 

found,  under  section  510(g)(4) ,  that 
such  registration  is  not  necessary  for  the 
protection  of  the  public  health. 

(a)  Retail  pharmacies  in  any  State 
that  are  licensed  and  operating  under 
applicable  local  laws  regulating  dispens¬ 
ing  of  prescription  drugs,  and  who  do 
pot  manufacture,  prepare,  propagate, 
oompcmnd.  or  process  drugs  for  sale 
other  than  m  the  regular  course  of  their 
business  of  dispensing  and  selling  drugs 
at  retail. 

(b)  Practitioners  m  any  State  who  are 
licensed  by  law  to  prescribe  or  adminis¬ 
ter  drugs  and  who  manufacture,  pre¬ 
pare,  propagate,  compound,  or  process 
drugs  solely  for  use  in  the  course  of  thelr- 
professional  practice. 

(c)  Persons  in  any  State  who  manu¬ 
facture,  propagate,  compound,  or  process 
drugs  solely  for  use  in  research,  teach¬ 
ing,  or  chemical  analysis  and  not  for  sale. 

(d)  Wholesale  drug  establishments 
that  do  not  repackage  or  otherwise 
change  the  container  or  wrapper  labeling 
of  any  drug  packages,  except  that  they 
may  receive  shipping  cartons  containing 
a  number  of  individually  and  fully 
labeled  packages  of  drugs  the  individual 
units  of  which  they  distribute  without 
change. 

(e)  Manufacturers  of  harmless  excip¬ 
ients,  colorings,  and  flavorings  that  be¬ 
come  components  of  drugs,  and  who 
otherwise  would  not  be  required  to  regis¬ 
ter  under  the  provisions  of  this  part  132. 

(f)  Manufacturers  in  any  State  of  a 
virus,  serum,  toxin,  or  analogous  prod¬ 
uct  intended  for  treatment  of  domestic 

nntmftk  who  hold  an  anri 

unrevoked  license  issued  by  the  Secre¬ 
tary  of  Agriculture  under  the  animal 
virus-serum -toxin  law  of  March  4,  1913 
(37  Stat.  832;  21  UH.C.  151  et  seq.),  and 
who  would  not  otherwise  be  required  to 
register  under  this  section  because  of 
other  drugs  produced. 

(g)  Manufacturers  in  any  State  of  a 
virus,  therapeutic  serum,  toxin,  antitox¬ 
in,  or  analogous  product  intended  for  the 
prevention,  treatment,  or  cure  oi  dis¬ 
eases  or  injuries  of  man,  who  bold  an 
unsuspended  and  unrevoked  license 
issued  by  the  Secretary  of  Health,  Edu¬ 
cation,  and  Welfare  under  the  Public 
Health  Service  Aet  of  July  1,  1944  (58 
Stat.  682  as  amended;  42  UJ3.C.  201  et 
seq.),  and  who  would  not  otherwise  be 
required  to  register  under  this  section 
because  of  other  drugs  produced. 

The  Commissioner  of  Food  and  Drugs 
hereby  offers  an  opportunity  to  all  in¬ 
terested  persons  te  submit  their  views 
in  writing  with  reference  to  this  pro¬ 
posal  to  the  Hearing  Clerk,  Department 
of  Health,  Education,  and  Welfare,  Room 
5440,  330  Independence  Avenue  SW„ 
Washington  25,  D.C.,  within  30  days 
from  the  date  of  publication  of  this  no¬ 
tice  in  the  Fedkhal  Racism.  Views  and 
comments  should  be  submitted  in  tripli¬ 
cate. 

Dated:  February  8.  1983. 

Geo.  P.  Lakbxck, 

•  Commissioner  of  Food,  end  Drugs. 

fPJt.  Dee.  99-1569:  Filed.  Feb.  13,  1963; 

9:49  ajn.J 
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[21  CFR  Part  1331 

DRUGS;  CURRENT  GOOD  MANUFAC¬ 
TURING  PRACTICE  IN  MANUFAC¬ 
TURE,  PROCESSING,  PACKING,  OR 
HOLDING 

Notice  of  Proposed  Rule  Making 

Under  the  provisions  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act  (secs.  501 

(a)(2)(B),  701(a);  52  Stat.  1050  as 
amended -76  Stat.  780,  781;  1055;  21 
U.S.C.A.  351(a)  (2)  (B) ,  371  (a) ) ,  and  the 
authority  delegated  to  him  by  the  Sec¬ 
retary  of  Health,  Education,  and  Wel¬ 
fare  (25  F.R.  8625),  the  Commissioner 
of  Food  and  Drugs  proposes  the  promul¬ 
gation  of  the  following  regulations  to 
establish  criteria  for  current  good  manu¬ 
facturing  practice  in  the  manufacture, 
processing,  packing,  and  holding  of 
drugs,  to  effect  compliance  with  section 
501(a)(2)(B)  of  the  act: 

PART  133— DRUGS;  CURRENT  GOOD 
MANUFACTURING  PRACTICE  IN 
MANUFACTURE,  PROCESSING, 
PACKING,  OR  HOLDING 

Definitions 

Sec. 

133.1  Definitions. 


Finished  Pharmaceuticals;  Manufacturing 
Practice 


133.2 

Current  good  manufacturing  prac¬ 
tice. 

133.3 

Buildings. 

133.4 

Equipment. 

133.5 

Personnel. 

133.6 

Raw  materials. 

133.7 

Master  formula  and  batch-produc¬ 
tion  records. 

133.8 

Production  and  oontrol  procedures. 

133.9 

Product  containers. 

133.10 

Packaging  and  labeling. 

133.11 

Laboratory  controls. 

133.12 

Distribution  records. 

133.13 

Stability. 

Authority :  SI  133.1  to  133.13  issued  under 
secs.  501,  701;  52~  Stat.  1050  as  amended  76 
Stat.  780, 781;  1065;  21  U.8.C.A.  351, 371. 


Definitions 
§  133.1  Definitions. 

(a)  As  used  in  this  Part  133,  “act" 
means  the  Federal  Food,  Drug,  and  Cos¬ 
metic  Act,  sections  201-902,  52  Stat.  1052 
(21  U.S.C.  321-392) ,  with  all  amendments 
thereto. 

(b)  The  definitions  and  interpreta¬ 
tions  contained  in  section  201  of  the  Fed-, 
eral  Food,  Drug,  and  Cosmetic  Act  shall 
be  applicable  to  such  terms  when  used  in 
the  regulations  in  this  Part  133. 

Finished  Pharmaceuticals;  Manufactur¬ 
ing  Practice 

§  133.2  Current  good  manufacturing 
practice. 

The  vcriteria  in  §§  133.3-133.13,  inclu¬ 
sive,  shall  apply  in  determining  whether 
the  methods  used  in,  or  the  facilities  or 
controls  used  for,  the  manufacture,  proc¬ 
essing,  packing,  or  holding  of  a  drug  con¬ 
form  to  or  are  operated  or  administered 
in  conformity  with  current  good  manu¬ 
facturing  practice  to  assure  that  a  drug 
meets  the  requirements  of  the  act  as  to 
safety,  and  has  the  identity  and  strength, 
and  meets  the  quality  and  purity  charac¬ 
teristics,  which  it  purports  or  is  repre¬ 


sented  to  possess,  as  required  by  section 
501(a)  (2)  (B)  of  the  act. 

§  133.3  Buildings. 

Buildings  in  which  drugs  are  manu¬ 
factured,  processed,  packaged,  labeled,  or 
held  shall  be  of  suitable  design,  size,  con¬ 
struction,  and  location  in  relation  to  sur¬ 
roundings  to  facilitate  maintenance  and 
operation  for  their  intended  purpose  in  a 
manner  that  is  orderly  and  clean.  The 
buildings  shall: 

(a)  Provide  adequate  space  for  the 
orderly  placement  of  equipment  and  ma¬ 
terials  used  in  any  of  the  following  op¬ 
erations  for  which  it  is  employed,  to 
minimize  any  risk  of  mix-ups  between 
different  drugs,  their  components,  pack¬ 
aging,  or  labeling:  • 

(1)  The  receipt,  sampling,  and  storage 
of  raw  materials. 

(2)  Any  manufacturing  and  processing 
operations  performed  on  the  drug. 

(3)  Any  packaging  and  labeling  opera¬ 
tions. 

(4)  Storage  of  containers,  packaging 
materials,  labeling,  and  finished  prod¬ 
ucts. 

(5)  Control,  research,  and  production- 
laboratory  operations. 

(b)  Provide  adequate  lighting  and 
ventilation,  and  when  necessary  for  the 
intended  production,  control,  or  research 
purposes,  adequate  screening,  filtering, 
dust,  humidity,  temperature,  and  bac¬ 
teriological  controls,  as  for  example,  to 
prevent  contamination  of  products  by  ex¬ 
traneous  adulterants;  to  prevent  the  dis¬ 
semination  of  microorganisms  from  one 
area  to  another;  to  facilitate  the  sterili¬ 
zation  of  special  work  areas,  such  as  those 
used  for  production  of  parenteral  prep¬ 
arations,  to  provide  suitable  housing  for 
any  animals;  and  to  avoid  other  condi¬ 
tions  unfavorable  to  the  safety  and  in¬ 
tegrity  of  the  product. 

(c)  Provide  for  adequate  washing, 
cleaning,  toilet,  and  locker  facilities. 

(d)  Provide  accessibility  and  kind  of 
construction  appropriate  to  the  sound 
maintenance  and  cleanliness  of  build¬ 
ings,  materials,  and  equipment. 

§  133.4  Equipment. 

Equipment  used  for  the  manufacture, 
processing,  packaging,  labeling,  holding, 
or  control  of  drugs  shall  be  of  suitable 
design,  size,  construction,  and  location 
in  relation  to  surroundings  to  facilitate 
maintenance  and  operation  for  its  in¬ 
tended  purpose  in  a  manner  that  is 
orderly  and  clean.  The  equipment 
shall: 

(a)  Be  so  constructed  that  any  sur¬ 
faces  that  come  into  contact  with  drugs 
are  nonreactive,  nonadditive,  and  non- 
absorptive  to  the  components  or  finished 
products. 

(b)  Be  so  constructed  that  any  sub¬ 
stances  required  for  the  operation  of  the 
equipment,  such  as  lubricants  or  cool¬ 
ants,  may  be  employed  without  hazard 
of  becoming  additive  to  drug  products. 

(c)  Be  constructed  to  facilitate  ad¬ 
justment,  cleaning,  and  maintenance  as 
necessary  to  assure  the  reliability  of  con¬ 
trol  procedures,  to  assure  uniformity  of 
production,  and  to  assure  the  exclusion 
from  drugs  of  contaminants,  including 
those  from  previous  and  current  manu¬ 
facturing  operations. 


(d)  Be  of  suitable  size  and  accuracy 
for  use  in  any  intended  measuring,  mix¬ 
ing,  or  weighing  operations. 

§  133.5  Personnel. 

The  key  personnel  involved  in  the 
manufacture  and  control  of  the  drug 
shall  have  a  background  of  education 
and  experience  appropriate  for  assum¬ 
ing  responsibility  to  insure  that  the  drug 
has  the  safety,  identity,  strength,  qual¬ 
ity,  and  purity  it  purports  to  possess. 

§  133.6  Raw  materials. 

Raw  materials  used  in  the  manufac¬ 
ture  and  processing  of  drugs  shall  be 
identified,  stored,  examined,  tested,  in¬ 
ventoried,  handled,  and  otherwise  con¬ 
trolled  in  a  manner  to  insure  that  they 
conform  to  appropriate  standards  of 
identity,  strength,  quality,  and  purity, 
and  are  free  of  dirt,  vermin,  and  other 
contaminants  at  time  of  use,  and  to  pro¬ 
vide  that  appropriate  records  are  main¬ 
tained  of  their  origin,  receipt,  examina¬ 
tion,  testing,  disposition,  and  use  in  drug 
manufacture  or  processing. 

§  133.7  Master- f ormula  and  batch-pro- 
duction  records. 

(a)  For  each  drug  product,  a  master- 
formula  record  shall  be  prepared,  in¬ 
dependently  checked,  and  reconciled, 
endorsed  and  dated  by  at  least  two  com¬ 
petent  and  responsible  individuals.  The 
record  shall  Include: 

(1)  The  name  of  the  product,  a  de¬ 
scription  of  its  dosage  form,  and  a  speci¬ 
men  or  copy  of  the  label  and  each  other 
portion  of  the  labeling  contained  in  a 
retail  package  of  the  drug. . 

(2)  The  weight  or  measure  of  each 
ingredient  per  dosage  unit  or  per  unit  of 
weight  or  measure  of  the  finished  drug, 
and  a  statement  of  the  total  weight  or 
measure  of  any  dosage  unit. 

(3)  A  complete  batch  formula  for 
each  batch  size  to  be  produced  from  the 
master-formula  record,  including  a  com¬ 
plete  list  of  ingredients  designated  by 
names,  sufficiently  specific  to  indicate 
any  special  quality  characteristic;  an  ac¬ 
curate  statement  of  the  weight  or 
measure  of  each  ingredient,  regardless 
of  whether  it  appears  in  the  finished 
product;  an  appropriate  statement  con¬ 
cerning  any  calculated  excess  of  an  in¬ 
gredient;  appropriate  statements  of 
theoretical  weight  or  measure  at  various 
stages  of  processing;  and  a  statement  of 
the  theoretical  yield.  - 

(4)  A  description  of  the  containers, 
closures,  packaging,  and  finishing  mate¬ 
rials. 

(5)  Manufacturing  and  control  in¬ 
structions,  procedures,  specifications, 
special  notations,  and  precautions  to  be 
followed. 

(b)  A  separate  batch-production  and 
control  record  shall  be  prepared  for  each 
batch  of  drug  produced  and  shall  be  re¬ 
tained  for  at  least  2  years  after  all  the 
batch  has  been  distributed.  The  batch- 
production  and  control  record  shall 
include: 

(1)  An  accurate  reproduction  of  the 
master-formula  record,  checked  and  en¬ 
dorsed  by  a  competent,  responsible 
individual. 

(2)  A  record  of  each  step  in  the  man¬ 
ufacturing,  processing,  packaging,  label- 


1460 


PROPOSED  RULE  MAKING 


ing,  and  controlling  of  the  batch,  in¬ 
cluding  dates,  specific  identification  of 
each  batch  of  raw  material  used,  weights 
or  measures  of  raw  materials  and  prod¬ 
ucts  in  course  of  processing,  in-process 
and  laboratory-control  results,  and  the 
endorsements  of  each  individual  per¬ 
forming  and  checking  each  step  in  the 
operation. 

(3)  A  batch  number  that  permits  de¬ 
termination  of  all  laboratory-control 
procedures  and  results  on  the  batch  and 
all  lot  or  control  numbers  appearing  an  ' 
the  labeling  of  drugs  from  the  batch. 

§  133.8  Production  and  control  proce¬ 
dures. 

Production  and  control  procedures, 
shall  include  all  reasonable  precautions, 
including  the  following,  to  insure  that  the 
drugs  produced  have  the  identity, 
strength,  quality,  and  purity  they  pur¬ 
port  to  possess: 

(a)  Each  critical  step  in  the  process, 
such  as  the  selection,  weighing,  and 
measuring  of  raw  materials;  the  addition 
of  active  ingredients  during  the  process; 
weighing  and  measuring  during  various 
stages  of  the  processing;  and  the  deter¬ 
mination  of  the  finished  tfeld  shall  be 
performed  by  a  competent,  responsible, 
individual  and  checked  by  a  second  com¬ 
petent,  responsible  individual. 

(b)  All  containers  and  equipment  used 
in  producing  a  batch  of  drugs  shall  be 
clearly  labeled  at  all  times  to  identify 
fully  and  accurately  their  contents,  the 
stage  of  processing,  and  the  batch,  and 
shall  be  adequately  segregated  physically 
to  prevent  mixup  with  other  drugs. 

(c)  Equipment,  utensils,  and  reused 
containers  shall  be  thoroughly  cleaned 
and  previous  identification  removed  be¬ 
tween  batches  to  prevent  cross-contami¬ 
nation  and  mix  ups. 

<d)  Appropriate  procedures  to  mini¬ 
mize  the  hazard  of  contamination  with 
microorganisms  in  the  production  of  par¬ 
enteral  drugs,  ophthalmic  solutions,  and 
any  other  drugs  purporting  to  be  sterile. 

<«)  There  shall  be  adequate  in-process 
control  to  insure  the  uniformity  and  in¬ 
tegrity  of  products,  such  as  checking  the 
weights  and  disintegration  time  of  tab¬ 
lets,  checking  fill  of  liquids,  and  checking 
the  adequacy  of  mixing,  the  homogeneity 
of  suspensions,  and  the  clarity  of 
solutions. 

(f)  Competent  and  responsible  key 
personnel  shall  check  actual  against 
theoretical  yield  of  a  batch  of  drug,  and 
in  the  event  of  any  significant  unex¬ 
plained  discrepancies  shall  prevent  dis¬ 
tribution  of  the  batch  in  question  and 
other  associated  batches  of  drugs  that 
may  have  been  involved  in  a  mixup 
with  it. 

§  133.9  Product  containers. 

Suitable  specifications,  test  methods, 
cleaning  procedures,  and,  when  indicated, 
sterilization  procedures  shall  be  used  to 
insure  that  containers,  closures,  and 
other  component  parts  of  drug  packages 
are  suitable  for  their  intended  use  so 
that  the  container  is  nonreactive,  non¬ 
additive,  and  nonabeorptive  to  the  drug 
and  furnishes  adequate  protection 
against  its  deterioration  or  contamina¬ 
tion. 


§  133.10  Packaging  and  labeling. 

Packaging  and  labeling  operations 
shall  be  adequately  controlled  to  insure 
that  only  those  drugs  that  have  met 
the  specifications  established  in  the 
master-formula  records  shall  be  finished ; 
to  prevent  mixups  between  drugs  during 
the  packaging  and  labeling  operations; 
to  insure  that  correct  labeling  is  em¬ 
ployed  for  the  drug;  and  to  identify 
finished  products  with  lot  or  control 
numbers  that  permit  determination  of 
the  history  of  the  manufacture  and  con¬ 
trol  of  the  batch  of  drug.  Packaging 
and  labeling  operations  shall: 

(a)  Be  performed  with  adequate  phys¬ 
ical  segregation  of  such  operations  from 
operations  on  any  other  drugs  to  avoid 
mixup6. 

(b)  Provide  that  each  type  of  labeling 
used  shall  be  stored  in  a  manner  that 
avoids  mixups  between  labelings  and 
shall  be  carefully  checked  for  Identity 
and  conformity  to  the  labeling  specified 
in  the  batch-production  records. 

(c)  Provide  adequate  control  of  the 
quantities  of  packaging  and  labeling  ma¬ 
terials  issued  for  use  in  finishing  a  batch 
of  drug.  (Competent,  responsible  key 
personnel  shall  reconcile  any  discrepancy 
between  the  quantity  of  drug  finished 
and  the  quantity  of  packaging  and 
labeling  materials  issued.  In  the  event 
of  any  significant  unexplained  discrep¬ 
ancy,  such  personnel  shall  prevent  dis¬ 
tribution  of  the  batch  in  question  and 
other  associated  batches  of  drugs  that 
may  have  been  involved  in  a  mixup.) 

(d)  Provide  for  adequate  examination 
and  laboratory  testing  of  adequately 
representative  samples  of  finished  prod¬ 
ucts  after  packaging  and  labeling  to  safe¬ 
guard  against  any  error  in  the  finishing 
operations,  and  to  prevent  distribution 
of  any  batch  until  all  specified  tests  have 
been  met. 

§  133.11  Laboratory  controls. 

Laboratory  controls  shall  include  the 
establishment  of  adequate  specifications 
and  test  procedures  to  insure  that  raw 
materials,  drug  preparations  in  the 
course  of  processing,  and  finished  prod¬ 
ucts  conform  to  appropriate  standards  of 
identity,  strength,  quality,  and  purity. 
Laboratory  controls  shall  include: 

(a)  The  establishment  of  master 
records  containing  appropriate  specifi¬ 
cations  for  each  kind  and  quality  of  raw 
material  used  in  drug  production  and  a 
description  of  the  test  procedures  used 
to  check  them,  including  provision  for 
testing  adequately  representative  sam¬ 
ples.  Such  records  shall  also  provide 
for  appropriate  retesting  of  materials 
subject  to  deterioration. 

(b)  The  establishment  of  appropriate 
specifications,  when  needed,  for  drug 
preparations  in  the  course  of  processing, 
and  a  description  of  the  test  procedures 
to  'Check  them,  including  provision  for 
testing  adequately  representative 
samples. 

(c)  The  establishment  of  appropri¬ 
ate  finished-product  specifications  and  a 
description  of  laboratory  test  proce¬ 
dures  to  check  them,  including  provision 
for  testing  adequately  representative 
samples. 


(d)  Adequate  provision  for  checking 
the  identity  and  strength  of  all  active 
ingredients  of  drugs,  for  insuring  the 
sterility  of  articles  purporting  to  be 
sterile,  and  the  freedom  from  pyrogens 
of  articles  that  should  be  tested  for  free¬ 
dom  from  pyrogens. 

(e)  Adequate  provision  to  check  the 
reliability,  accuracy,  and  precision  of  any 
unverified  laboratory  test  procedures 
used. 

(f)  Provision  for  complete  records  of 
all  data  concerning  laboratory  tests  per¬ 
formed,  including  the  dates  and  endorse¬ 
ments  of  individuals  making  the  tests, 
and  provision  for  specifically  relating  the 
tests  to  each  batch  of  drug  to  which  they 
apply.  Such  records  shall  be  retained 
for  at  least  2  years  after  all  the  batch 
to  which  they  relate  has  been  distributed. 

§  133.12  Distribution  records. 

Complete  records  shall  be  maintained 
of  the  distribution  of  each  batch  of  drug 
in  a  manner  that  will  facilitate  its  recall 
if  necessary.  Such  records  shall  be  re¬ 
tained  for  at  least  2  years  after  all  the 
batch  has  been  distributed  and  shall  in¬ 
clude  the  name  and  address  of  the  con¬ 
signee,  the  date  and  quantity  shipped, 
and  the  lot  or  control  numbers  identify¬ 
ing  the  batch  of  drug. 

§  133.13  Stability. 

Adequate  provision  shall  be  made  for 
testing  the  stability  of  raw  materials, 
drug  preparations  in  the  course  of 
processing,  when  needed,  and  finished 
drugs.  Such  stability  tests  shall: 

(a)  Make  adequate  provision  for  de¬ 
termining  the  reliability  and  specificity 
of  stability  test  methods  employed  . 

(b)  Make  adequate  provision  to  de¬ 
termine  the  stability  of  products  in  the 
containers  in  which  they  are  marketed 
to  insure,  among  other  things,  that  the 
container  is  nonreactive,  nonadditive, 
and  nonabsorbtive  to  the  drug. 

(c)  Provide  for  stability  studies  of  any 
solutions  prepared  as  directed  in  the 
drug  labeling  at  time  of  dispensing. 

(d)  Provide  for  suitable  expiration 
dates  to  appear  in  the  labeling  of  the 
drug  when  needed  to  insure  that  the 
drug  meets  appropriate  standards  of 
identity,  strength,  quality,  and  purity  at 
time  of  use. 

These  proposed  regulations  have  been 
prepared  primarily  to  establish  criteria 
of  current  good  manufacturing  practice 
for  the  production  of  finished  pharaceu- 
ticals.  It  is  recognized  that  some  modi' 
fication  of  these  proposed  concepts  is  in¬ 
dicated  in  connection  with  their  appli¬ 
cation  to  the  manufacture  of  chemicals 
and  other  raw  materials  used  as  com¬ 
ponents  of  finished  drugs  and  in  connec¬ 
tion  with  their  application  to  the  pro¬ 
duction  of  such  drugs  as  medicated  feeds 
for  administration  to  animals,  in  which 
current  practice  involves  less  rigid  con¬ 
ditions.  "  Consideration  is  being  given  to 
additional  proposed  regulations  dealing 
with  these  areas. 

The  Commissioner  of  Food  and  Drugs 
hereby  offers  an  opportunity  to  all  in¬ 
terested  persons  to  submit  their  views  in 
writing  with  reference  to  this  proposal 
to  the  Hearing  Clerk,  Department  of 


Thursday ,  February  14,  1963 
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Health,  Education,  and  Welfare,  Room 
5440,  330  .Independence  Avenue  SW., 
Washington  25,  D.C.,  within  45  days  from 
the  date  of  publication  of  this  notice  in 
the  Federal  Register.  Views  and  com¬ 
ments  should  be  submitted  in  triplicate. 

Dated:  February  11, 1963. 

Geo.  P.  Larrxck, 

Commissioner  of  Food  and  Drugs. 

[F.R.  Doc.  63-1012:  Filed,  Feb.  13,  1963; 
8:45  a.m.] 
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